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(57) Abstract: The present invention relates to novel to P2X 7 inhibitors of formula (I) and 
to processes for their preparation, intermediates useful in their preparation, pharmaceuti- 
cal compositions containing them, and their use in therapy. The active compounds of the 
present invention are potent inhibitors of P2X 7 and as such are useful in the treatment of 
inflammation, osteoarthritis, rheumatoid arthritis, cancer, reperfusion or ischemia in stroke 
or heart attack, autoimmune diseases and other disorders. 



BNSOOCID: <WO. 



_03042191A1_I_> 



PCT/IB02/04613 * 

WO 03/042191 



-1- 



BENZAMIDE AND 



fflTKBOMBIAWM AS P2X7 RECEPTOR ANTAGONISTS 



10 



15 



20 



. • ^ntion relates to novel benzamide, heteroarylam.de and reverse 
The present — re ^ ^ ^ ^ ^ 

amide, processes for their prepara The active 

p^acau^ aa m pos,«ans 21-^-— «•» 

e^nOs X -la. COPO, aanca, repawn a, 

compounasaraatoantagonfeKaflhaPaX^aaaptar , igan<H ,atad ion 

nucl ea, M aa, in partial adanasina 

and mesangial cells. , nt ernational Patent Publications WO 

Qi.rh as International Patent Publications wu 
P2X 7 have been published, such as inwr 

138 527 WO 00/71509, WO 98/28269, WO 99/17777 and WO 01 58883. 

138,52 ' — ™™p. N vent.qn 

The present invention relates to a compound of the formula 




30 



whereinAis^C=O)NH-0r- N H(C-O)- ^ 
X, Y and Z are =(CR°), =(CR 7 )-, and 4«M N ( > ^ 
=(CR 6 )- =N-, and =(CR 8 )-; or =(CR 6 )-, =(CR )-, and -N , or 

' k. „h -w • nr =N- =N- and =(CR 8 >; respectively; 
=(CR 6 )-, =N-, and -N, or N . ^ 1q sjx heteroatoms 

r 1 iQ a nitroqen inked (Ci-uiojneierwi*ywy« . . . 

! frnm N- -N< -NH-, -O- and -S(0) n -; wherein said nitrogen linked 
independently selected from -N-. n , nh , 
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(d-do)heterocyclyl is substituted by at least one oxo group or one of said heteroatoms is. 
-S(0) n -, wherein n is one or two; wherein said nitrogen linked (d-C 10 )heterocyclyl may also 
optionally be substituted on any carbon atom able to support additional substituents, by one 
to three R 9 groups per ring, each R 9 is independently selected from the group of suitable 
5 substituents, such as hydrogen, halo, hydroxy, -CN, HO-(d-C 4 )alkyl, (d-C 4 )a!kyl optionally 
substituted with one to three fiuoro, (C 1 -C 4 )alkoxy optionally substituted with one to three 
fluoro, H0 2 C-, (d-C 6 )alkyl-0-(C=0)-, R 4 R 5 N(0 2 S)-, (d-C 4 )alkyl-(0 2 S)-NH-, 
(C 1 -C 4 )alkyl-0 2 S-[(C l -C 4 )a!kyl-N]- l R 4 R 5 N(C=0)-, R 4 R 5 N(CH 2 ) r , (C 6 -C 10 )aryl, 

(C 3 -C 8 )cycioalkyl, (d-dojheteroaryl, (d-C 10 )heterocyclyl. (C 6 -C 10 )aryl-O-, 

10 (C 3 -C 8 )cycloalkyl-0-, (d-do)heteroaryl-O- and (d-C 10 )heterocyclyl-O-; wherein said nitrogen 
linked (d-do)heterocyclyl may also optionally be substituted on any ring nitrogen atom able 
to support an additional substituent by one to two R 10 groups per ring, each R 10 is 
independently selected from the group of suitable substituents such as hydrogen, (d-C 4 )alkyl 
optionally substituted with one to three fluoro, hydroxy, (d-C 4 )alkyl-(C=0)-, (C r C 4 )alkyl-S0 2 -, 
15 (C 6 -d 0 )aryl, (C 3 -C 8 )cycloalkyl, (d-do)heteroaryl and (d-do)heterocyclyl; wherein each of 
the aforesaid (C 6 -C 10 )aryl, (C 3 -C 8 )cycloalkyl, (d-do)heteroaryl and (d-do)heterocyclyl 
anywhere on said R 9 and R 10 substituents may optionally be substituted on any ring carbon 
atom by one to three suitable moieties per ring, independently selected from the group 
consisting of halo, hydroxy, amino, -CN, (d-d)alkyl, (d-C 4 )alkoxy, -CF 3 . CF 3 0-, 
20 (d-d)alkyl-NH-, [(d-C 4 )alkyl] 2 -N-, (d-C 4 )alkyl-S-, (C 1 -d)alkyl-(S=0)- i (d-C 4 )aikyl-(S0 2 )-. 
(d-C 4 )alkyl-0-(C=0)-, formyl, and (C r C 4 )alkyl-(C=0)-; 

n is an integer from zero to two; 

q is an integer one or two; 

s is an integer from one to three; 
25 t is an integer from zero to three; 

R 2 is chioro, bromo, (d-C 4 )a!kyl, -CF 3 or -CN; 

R 3 is selected from the group consisting of (C 4 -C 10 )alkyl, 
(C 3 -C 12 )cycloalkyl-(CR 11 R 12 ) s -, (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )-; (d-doJheterocyclyl^CR^R 12 ^- 
and (d-doJheteroaryl-CCR^R'V; wherein said (C 4 -C 10 )alkyl may optionally be 

30 independently substituted with one to three suitable substituents such as halo, hydroxy, -CN, 
(d-C 4 )alkyl, (d-C 4 )alkoxy, -CF 3 , CF 3 0-, (d-C 4 )alkyl-S-, (d-C 4 )alkyl-(S=0)-, 
(d-C 4 )alkyl-(S0 2 )-, (d-C 4 )alkyl-0-(C=0)-, formyl, (C 1 -C 4 )alkyl-(C=0)-, (C 6 -C 10 )aryl, 
(C 3 -C 8 )cycloalkyl, (d-C 10 )heteroaryl, (C^dojheterocyclyl. (C 6 -Ci 0 )aryl-O-, 

(C 3 -C 8 )cycIoalkyl-0-, (C^dojheteroaryl-O- and (d-C 10 )heterocyciyl-O-; wherein each of said 

35 R 3 group members (d-C 10 )heterocyclyl-(CR 11 R 12 ) s - and (d-C lo )heteroaryl-(CR 11 R 12 ) s - 
contain one to three heteroatoms independently selected from -O- and -S(0) n -; wherein each 
of said R 3 group members (C 3 -C 12 )cycloalkyl-(CR 11 R 12 ) s -, (C 6 -C 10 )aryi-(CR 1, R 12 ) q -(CH 2 )-, 
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■ urWV and (CrOheteroaryKCR^R 12 ), may optionally be- 

by to - ££££ 

( C,-C,.)he,eroary,-0- a^d (0 ^7^^ CR .WV may also option* be 

substituted by oxo; wherein eacn ot subs tituents may optionally 

. ^ in r \hPterocvcM anywhere on said R suDStuuenis, y k 
( Cl -C 10 )heteroary» and ^^-^^ j£ fc three indepe ndent suitable moieties per 
be substituted on any ring carbon atom by one to . c p 3 , C F 3 0-, 

(d-C^alkyl-NH-, KC-C 4 )aiKyi]z w . v^i 

(0,-0^.-0.(0=0)-, formyl, and t 0 ^**^^ ^ group conslsting of hydrogen, 
R < and R 5 are each independently selected from th g P ^ ^ 

(0,-0^. HO-(C 2 -C 6 )a, k y, and > * « — 

together with the nitrogen, atom to which they a 

R r and R 8 are ea* Independency eelected from I. group «-*Q* 
R , R and k O p, iona iiy substituted by one to four ohloro 

, hydrogen, halogen, oyano. hydroxyl, (C-C.W > °P ^ 

ur fluoro, and <C,-C«>a,kyloxy option* •*•»**» ~ 0 , hydrogen, 

r" and R" are each independently selected from the group , a , kvlol<v 
, , rr CF,0- (C,-C«)alkyl, (CrO.)cydoalM, (C-C.)alKyloxy. 
nuoro, cyano, hydroxy,, -OF, and (c^aterocyd* wherein sa,d 

(COoydoaiKyloxy. phenyl, f'*^™* (c^Ocydoalxyloxy, phanyf, 

■ (C-CatKyl, "P^'iJ^CX* be subbed by one ,o fhree 
(C ^„,he,eroary, and CC-C,. ^y y ^ ^ ^ 

formyl, or (C^alkyl-^O), ( c 3 -C 12 )cycloalkyl-(CR 11 R 1 V; R 1 and R 2 are 

- .eh hZ::r : r - - - - — 

™ "TolTlt Wh^n are used to prepare the pharmaceu,^ 

35 salts of compounds of me fomtula 'J* nds of this Invention are 

acceptable add ^ - ^« ,. e .. ^ „ phanmaco^fy 

those which form nontoxic <auw 
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acceptable anions, such as the chloride, bromide, iodide, nitrate, sulfate, bisulfate, phosphate, 
acid phosphate, acetate, lactate, citrate, acid citrate, tartrate, bitartrate, succinate, maleate, 
fumarate, gluconate, saccharate, benzoate, methanesulfonate, ethanesulfonate, 
benzenesulfonate, p-to!uenesulfonate and pamoate [i.e., 1,1Vnethylene-bis-(2-hydroxy-3- 

5 naphthoate)]sal ts . 

The invention also relates to base addition salts of formula I. The chemical bases that 
may be used as reagents to prepare pharmaceutical^ acceptable base salts of those 
compounds of formula I that are acidic in nature are those that form non-toxic base salts with 
such compounds. Such non-toxic base salts include, but are not limited to those derived from 
10 such pharmacologically acceptable cations such as alkali metal cations (e.g., potassium and 
sodium) and alkaline earth metal cations (e.g., calcium and magnesium), ammonium or water- 
soluble amine addition salts such as N-methylglucamine-(megiumine), and the lower 
alkanolammonium and other base salts of pharmaceutical^ acceptable organic amines. 

This invention also encompasses pharmaceutical compositions containing prodrugs of 
15 compounds of the formula I. Compounds of formula I having free amino, amido, hydroxy or 
carboxylic groups can be converted into prodrugs. Prodrugs include compounds wherein an 
amino acid residue, or a polypeptide chain of two or more (e.g., two, three or four) amino acid 
residues which are covalently joined through peptide bonds to free amino, hydroxy or carboxylic 
acid groups of compounds of formula I. The amino acid residues include the 20 naturally 
20 occurring amino acids commonly designated by three letter symbols and also include, 
4-hydroxyproline, hydroxylysine, demosine, isodemosine, 3-methylhistidine, norvalin, beta- 
alanine, gamma-aminobutyric acid, citrulline, homocysteine, homoserine, ornithine and 
methionine sulfone. Prodrugs also include compounds wherein carbonates, carbamates, 
amides and alkyl esters which are covalently bonded to the above substituents of formula I 
25 through the carbonyl carbon prodrug sidechain. 

This invention also encompasses compounds of formula I containing protective 
groups. One skilled in the art will also appreciate that compounds of the invention can also 
be prepared with certain protecting groups that are useful for purification or storage and can 
be removed before administration to a patient. The protection and deprotection of functional 
30 groups is described in "Protective Groups in Organic Chemistry", edited by J.W.F. McOmie, 
Plenum Press (1973) and "Protective Groups in Organic Synthesis", 2nd edition, T.W. Greene 
and P.G.M. Wuts, Wiley-lnterscience (1991). 

The compounds of this invention include all stereoisomers (e.g., cis and trans isomers) 
and all optical isomers of compounds of the formula I (e.g., R and S enantiomers), as well as 
35 racemic, diastereomeric and other mixtures of such isomers. 

The compounds, salts and prodrugs of the present, invention can exist in several 
tautomeric forms, including the enol and imine form, and the keto and enamine form and 
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* of All such tautomeric forms are included within the 
geometric isomers and mixtures thereof. Ail sue ta ^ ^ ^ 

scope of the present invention. ^^^^U one tautomer may be 

described , the presem formu)a 
5 example of a tautomeric structure . when R » a grcup 



r^NH 
N O 
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f the» Dresent invention. 

_ z. : - r - 

isomers. h 0 , efin ^ lke double bonds. When such 

_ zrrr^rr:= * * - - — - - 

mixtures thereof. chemically and pharmaceut.cally 

A stable subset* * ^ - ^ ^ ^ activfty of the 

acceptable functional group ,e may be routinely selected by those skilled ,n 

inV entive compounds. Such ^ but are not limited to halo groups, 

the art. Illustrative examples of surtable subs ^ groupSi 

perflu oroa,ky, groups, -** "~* W ^ * 

hydroxy groups, oxo groups, mercapt , I P heteroa ralkyl groups, aralkoxy or 

heteroary. groups, ^^Z^ Zs, alkyl- and dia,k,amino groups, 
heteroaralkoxy groups, HO-(C-O)- g p a lkylaminocarbonyl groups 

carbamoyl groups. ^oxycarbonyl groups, alkylsulfony, 

dialkylamino carbonyl groups, y ^ ^ ^ ^ many 

orouDs arylsulfonyi groups and the like. 

groups, * y additional substituents. 

substituentscanbesubswutedbyaddmona ^ ^ ^ grQUps 

As used herein, the term P fo ^ fol|owing formula 

substituents etc.. wherein the connect,on can be dep 
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As used herein, the term "alkyl," as well as the alkyl moieties of other groups referred 
to herein (e.g., alkoxy), may be linear or branched (such as methyl, ethyl, n-propyi, /sopropyl, 
n-butyl, feo-butyl, secondary-butyl, ferf/aAy-butyl); optionally substituted by 1 to 3 suitable 

5 substituents as defined above such as fluoro, chloro, trifluoromethyl, (C 1 -C 6 )alkoxy, 
(C 6 -C 10 )aryloxy, trifluoromethoxy, difluoromethoxy or (d-C 6 )alkyl. The phrase "each of said 
alkyl" as used herein refers to any of the preceding alkyl moieties within a group such alkoxy, 
alkenyl or alkylamino. Preferred alkyls include (d-C^alkyi, most preferably methyl and ethyl. 

As used herein, the term "cycloalkyr refers to a mono, bicyclic or tricyclic carbocyclic 

10 ring (e.g., cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclononyl, 
cyclopentenyi, cyciohexenyl, bicyclo[2.2.1]heptanyl, bicyclo[3.2.1]octanyl and 
bicyclo[5.2.0]nonanyl, etc.); optionally containing 1 or 2 double bonds and optionally substituted 
by 1 to 3 suitable substituents as defined above such as fluoro, chloro, trifluoromethyl, 
(C r C 6 )alkoxy, (C 6 -C 10 )aryloxy, trifluoromethoxy, difluoromethoxy or (d-C 6 )alkyi. 

15 as used herein, the term "halogen" includes fluoro, chloro, bromo or iodo or fluoride, 

chloride, bromide or iodide. 

As used herein, the term "halo-substituted alkyl" refers to an. alkyl radical as 
described above substituted with one or more halogens incfuded, but not limited to, 
chloromethyl, dichloromethyl, fluoromethyl, difluoromethyl, trifluoromethyl, 2,2,2-trichloroethyl, 
20 and the like; optionally substituted by 1 to 3 suitable substituents as defined above such as 
fluoro, chloro, trifluoromethyl, (d-C 6 )alkoxy, (C 6 -C 10 )aryloxy, trifluoromethoxy, difluoromethoxy 
or (d-C 6 )alkyl. 

As used herein, the term "alkenyl" means straight or branched chain unsaturated 
radicals of 2 to 6 carbon atoms, including, but not limited to ethenyl, 1-propenyl, 2-propenyl 
25 (allyl), /so-propenyi, 2-methyM-propenyl, 1-butenyl, 2-butenyl, and the like; optionally 
substituted by 1 to 3 suitable substituents as defined above such as fluoro, chloro, 
trifluoromethyl, (d-C 6 )alkoxy, (C 6 -C 10 )aryloxy, trifluoromethoxy, difluoromethoxy or (d-C 6 )alkyl. 

As used herein, the term "(C 2 -C 6 )alkynyr is used herein to mean straight or branched 
hydrocarbon chain radicals having one triple bond including, but not limited to, ethynyl, 
30 propynyl, butynyl. and the like; optionally substituted by 1 to 3 suitable substituents as defined 



BNSOOCID: <WO 03042 191 A 1 J_> 



PCT/IB02/04613 

WO 03/042191 

-7- 

«, a ir r. telkoxv (C 6 -C 10 )aryloxy, trifluoromethoxy, 
above such as fluoro. chloro, trrfluoromethyl, (C-C^lkoxy. (a 

difluoromethoxy or (C r C 6 )alkyl. es such as 

As used herein, the term "carbony. or C-O) (as ^ ^ 

a,ky,carbonyl, -*HP-<» or alkoxycarbonyi) re ers ^ * Ww ^ 
5 second moiety such as an a.Ky. or amino group £ an «-o * >> js glso 

( ,e. a,koxy(C=0)- N H-) refers to an a, y. — Jl- refers to groups such as 
equivalent^ defined here.n as (C-O). Alkyicar 

acetamide. mean a double bonded oxygen (=0) 

As used here,n. the term oxo .s use ^ gs g 

1 o radical wherein the bond partner is a carbon atom. Such 

carbonyl group. ^Ikvl-OzS-KCrC^alkyl-NK * used herein to mean a 

As used herein, the term (d-C 4 )alkyi u 2 s> u 1 4; 



radical of the formula 

alkyl— S0 2 

\ i 

N 1 

I 

alkyl 



15 



20 



25 



30 



• th- term "aryl" means aromatic radicals such as phenyl, naphthyl. 
As used here,, me term ^ m 1 tQ 3 ^ subs , tuen ts as 

te trahydronaphthy,. indan* and the „ke, opt 
defined above such as riuoiu. 

thfiuoromelhoxy. difluoromethoxy or (CVC.W . netero oyc.ic group usually 

As u eed here* ,e ,erm -heferoah, ^ ri . I addHion ,o sa« he.eroa.on, *. 

with one he.eroa.om seleoted from O. S and N , ^ 

aroma.,0 *roup may opfionafly have ..0 .our « - J ^ ^ 

^oup indudes pyridyl. pyrazmyl. «^**» , >thtaI cW. 1.3-SuazoW, pyrazo.y.. 

oxazoly, (e. g .. * M ^ ,e.g.. 1 *»<—«. 

tetrazo,*. hiazolyf (e.g.. 1.2,3-h,az lyl. benzothien>1 , ^ryi. indoiyi. 

«-* «- 1 * WW ""-'** 7, 3 -JST Lituants as defined ahove such as 
a „d ,he UKe; op^nafly suh^ad b y * 3 ^ _ w , affl uorome,hoxy 

(luoro. chioro, Wuoromefhy.. ^f^ll groups inolude oxazolyi, UrfdszaW. pyridyl. 
or (C-Oaflryl. Parfioularly prefe^ h««^U > ^ ^ and 

Wenyl. fury., miazoly. and pyrazo*. „ , cyolic group containing 1-9 carbon 

Th a .arm "hefarocyCio- as used ha,,n V ^ - ^ ^ 

include azetldinyl, •^•*™*- mlomorph oflo y l. tehahydro.hlazlny,. .afrahydro- 
oxazolldinyl, ^ oxa2lny ,, ^ indollnyi, 

iHiadiazuiy., morphoflnyl. oxelan* «ahy< be ^ oxaziny , and „ ft* Examples of 
i iaoindolinyl, quinuolidinyl. chromanyl. isochromanyl, 
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said monocyclic saturated or partially saturated ring systems are tetrahydrofuran-2-yl, 
tetrahydrofuran-3-yl, imidazolidin-1-yl, imidazolidin-2-yl, imidazolidin-4-yl, pyrrolidin-1-yl, 
pyrrolidin-2-yl, pyrrolidin-3-yl, piperidin-1-yl, piperidin-2-yi, piperidin-3-yl, piperazin-1-yl, 
piperazin-2-yl, piperazin-3-yl, 1,3-oxazolidin-3-yl, isothiazolidine. 1,3-thiazolidin-3-yl, 

5 1 ,2-pyrazolidin-2-yl, 1,3-pyrazolidin-l-yl. thiomorpholin-yl, 1 ,2-tetrahydrothiazin-2-yl, 
1 ,3-tetrahydrothiazin-3-yl. tetrahydrothiadiazin-yt, morpholin-yl, 1 ,2-tetrahydrodiazin-2-yl. 
1,3-tetrahydrodiazin-1-yl, 1 ,4-oxazin-2-yl, 1 ,2,5-oxathiazin-4-yl and the like; optionally 
containing 1 or 2 double bonds and optionally substituted by 1 to 3 suitable substituents as 
defined above such as fluoro, chloro, trifluoromethyl, (C,-C 6 )alkoxy, (C6-C 10 )aryloxy, 

10 trifluoromethoxy, difluoromethoxy or (C-Oalkyl. Preferred heterocyclics include 
tetrahydrofuranyl. pyrrolidinyl, piperidinyl, piperazinyl and morpholinyl. A group of R 
heterocycles of particular interest are those heterocycles with 2 or more oxo substituents. 
Another group of R 1 heterocycles of particular interest are those heterocycles with three or more 
heteroatoms. Another group of R 1 heterocycles include 2-oxazepinyl, 2-oxopiperazinyl, 

15 2-oxopiperidinyl, 2-oxopyrrolidinyl, 2-oxopyridyl and 2-oxoquinolinyl. Preferred R 1 heterocycles 
include 6-azauracil, uracil, 2-oxo-piperidine. 2,3-dioxo-piperazine, 2-oxo-oxazole and 2-oxo- 
benzthiazine, most preferably 6-azauracil. Preferred R 3 heterocyclics include tetrahydrofuranyl, 
dioxanyl, tetrahydrothiophenyl. chromanyl, isochromanyl and sulfolanyl. 

Nitrogen heteroatoms as used herein refers to N=, >N and -NH; wherein -N= refers to 

20 a nitrogen double bond; >N refers to a nitrogen containing two bond connections and -N refers 

to a nitrogen containing one bond. 

"Embodiment" as used herein refers to specific groupings of compounds or uses into 
discrete subgenera. Such subgenera may be cognizable according to one particular 
substituent such, as a specific R 1 or R 3 group. Other subgenera are cognizable according to 

2 3 • 

25 combinations of various substituents, such as all compounds wherein R is chloro and R is 
optionally substituted phenethyl. The phrase "in combination with each of the aforementioned 
embodiments" refers to combinations of the identified embodiment with each embodiment 

3 • 

previously identified in the specification. Thus an embodiment of compounds wherein R is 
optionally substituted phenethyl "in combination with each of the aforementioned 
30 embodiments" refers to additional embodiments comprising combinations of the R 3 is 
optionally substituted phenethyl embodiment with each embodiment previously identified in 
the specification. 

A preferred embodiment of the invention is that group of phenyl compounds of 
formula I wherein X, Y and Z are =(CR 6 h =(CR 7 )-, and =(CR 8 )- respectively, more preferably 
35 wherein each of R 6 , R 7 , and R 8 is hydrogen. 
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Another embodiment of the invention is that group of pyridyi compounds of formula |. 
wherein X. Y and Z are =N, =(CR 7 h and =(CR 8 )- respectively, more preferably where.n 

each of R 7 and R 8 is hydrogen. 

Another embodiment of the invention is that group of pyridyi compounds of formula I 
5 wherein X, Y and Z are =(CR 8 )-, =N-, and =(CR 8 )- respective.y. more preferably where.n 

each of R 6 and R 8 is hydrogen. 

Another embodiment of the invention is that group of pyridyi compounds of formu.a 1 
wherein X, Y and Z are =(CR 8 ), =(CR 7 )-, and =N- respectively, more preferably wherein each 

of R 6 and R 7 is hydrogen. 
l0 Another embodiment of the invention is that group of pyridazine compounds of 

formula I wherein X, Y and Z are =N-, =(CR>, and =N- respectively, more preferably where.n 

R?iShy Another embodiment of the invention is that group of pyrimidine compounds of 
formula I wherein X. Y and Z are =(CR 8 ), =N, and =N- respectively, more preferably where.n 

15 ^ " Mother embodiment of the invention is that group of pyrazine compounds of formu.a 
, wherein X. Y and Z are =N, =N, and =(CR 8 )- respectively, more preferab.y where.n R ,s 

^'''Another more preferred embodiment of the invention is that group of amide 
20 compounds of formula , (and the phenyl, pyridyi. pyridaziny.. pyrimidyl. and pyraziny. groups 
of compounds) wherein A is -(C=0)NH- and are Known as the benzamide. n.co,na^e 
picolinamide, isonicotinamide. pyridazinamide, pyrimidinamide. and pyraz.nam.de groups, 

reSPeC Tother embodiment of the invention is that group of reverse amide compounds of 
25 formula I (and the phenyl, pyridy., pyridaziny., pyrimidy.. and pyraziny. groups of compounds) 
wherein A is -NH(0=O)- and are Known as the formaniiide. carboxam,opyr.d,e. 
carboxaminopyridazine. carboxaminopyrimidine and carboxaminopyrazine groups. 

^Tother embodiment of the invention is that group of compounds of formu.a . (and the 
30 phen,, pyridy.. pyridaziny,. pyrimia* and pyraziny. groups of | «"«««^ ^ 
benzamide. nicotinamide, pico.inamide. isonicotinamide. pyridaz.nam.de. pynm.d.nam.de and 
pyrazinamide groups of compounds and the formanHide. carboxam.nopynd.ne 
carboxaminopyridazine. carboxaminopyrimidine and carboxaminopyraz.ne groups of 
compounds) wherein R 3 is optionally substituted (C 4 -C 10 )a.Kyl. more preferably subst.tuted 
35 with one to three substituents independently selected from hydrogen, halo, hydroxy. -CN. 

(COa.Kox, -CP, CP 3 C, (C^alKy-S, (0,0^(3=0)-. 
(CC^alKyKSOa)-. (C.-C^alKyl-OKC^)-. formyl. and (C.-C^a.Kyl^C^V. 
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CR 11 R 12 directly attached to group A are hydrogen); more preferably wherein said (C 6 -C 10 )aryl - 
of said (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )- group member is substituted by one to three 
substituents independently selected from the group consisting of hydrogen, halo, hydroxy. 
-CN, (C,-C 4 )alkyl, (C,-C 4 )alkoxy, formyl, benzyloxy and (C 1 -C 4 )alkyl-(C=0)-; more preferably 
5 wherein said (C 6 -C 10 )aryl of said (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )- group member is substituted 
by one to three substituents independently selected from the group consisting of halo, -CN, 

(C,-C 4 )alkyl, benzyloxy and (d-C 4 )alkoxy. 

Another embodiment of the invention is that group of compounds of formula I (and the 
phenyl, pyridyl, pyridazinyl. pyrimidyl, and pyrazinyl groups of compounds and the 
10 benzamide, nicotinamide, picolinamide, isonicotinamide, pyridazinamide, pyrimidinamide, and 
pyrazinamide groups of compounds and the formanilide, carboxaminopyridine, 
carboxaminopyridazine. carboxaminopyrimidine and carboxaminopyrazine groups of 
compounds) wherein R 3 is (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )-; wherein R 11 and R 12 are each 
independently selected from the group consisting of hydrogen or (C 1 -C 4 )alkyl (more preferably 
15 wherein each of R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen); and 
wherein said (C 6 -C 10 )aryl of said (C 6 -C 10 )aryl-(CR ,, R 1 V(CH 2 )- group member is substituted 
by at least one substituent (more preferably one substituent) selected from the group 
consisting of (C 6 -C 10 )aryl, (C 3 -C 8 )cycloalkyl. (C 1 -C 10 )heteroaryl. (d-C^heterocyclyl, 
(C 6 -C 10 )aryl-O-, (C 3 -C 8 )cycloalkyl-0-, (d-C^heteroaryl-O- and (d-doJheterocyclyl-O-; 
20 wherein each of the aforesaid substituents may optionally be substituted by one to three 
moieties per ring, independently selected from the group consisting of halo, hydroxy, -CN, 
(C n -C 4 )alkyl, (d-OOalkoxy, -CF 3 , CF 3 0-, (C n -C 4 )alkyl-S-. (C 1 -C 4 )alkyl-(S=0)- ( 
(C 1 -C 4 )alkyl-(S0 2 )-, (C 1 -C 4 )alkyl-0-(C=0)-, formyl, and (C,-C 4 )alkyl-(C=0)-. 

Another embodiment of the invention is that group of compounds of formula I (and the 
25 phenyl, pyridyl, pyridazinyl. pyrimidyl, and pyrazinyl groups of compounds and the 
benzamide, nicotinamide, picolinamide. isonicotinamide. pyridazinamide. pyrimidinamide. and 
pyrazinamide groups of compounds and the formanilide. carboxaminopyridine. 
carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyrazine groups of 
compounds) wherein R 3 is (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )-; wherein R 11 and R 12 are each 
30 independently selected from the group consisting of hydrogen or (d-C 4 )alkyl (more preferably 
wherein each of R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen); and 
wherein said (C 6 -C 10 )aryl of said (C 6 -C 10 )aryl-(CR 1, R ,2 ) q -(CH 2 )- group member is substituted 
by at least one spiro substituent (more preferably one substituent) selected from the group 
consisting of (C 6 -C 10 )aryl, (C 3 -C 8 )cycloalkyl. (C-C^heteroaryl, (d-dojheterocyclyl, 
35 (C 6 -C 10 )aryl-O-, (C 3 -C 8 )cycloalkyl-0-, (d-doJheteroaryl-O- and (Ci-C 10 )heterocyclyl-O-; 
. wherein the aforesaid spiro substituent may optionally be substituted by one to three moieties 
per ring, independently selected from the group consisting of halo, hydroxy, -CN, (C,-C 4 )alkyl, 



RNSriOCID: <WO 03042191A1 I > 



WO 03/042191 



PCT7IB02/04613 



-13- 



~ e r^cn ir r,telkvl-S- (C,-C 4 )alkyl-(S=0)-, (d-C^alkyKSOz)-, 
(d-C^alkoxy, -CF 3 , CF3O-, (C 1 -C 4 )alKyi t> , v^i *i * 

( Cl -C 4 )a]k y l-0-(C=0)-. formyl. and ( Cl -C 4 )alkyKC=0)-. 

Another embodiment of the invention is that group of compounds of formuia i (and he 
phenyl pyridyi, pyridazinyi, PyrtmWyl. and pyrazinyl groups of compounds and the 

zamide nicotinamide, picoiinamide, isonicotinamide, pyridazinamide, 
pyrazinamide groups of compounds and the formani.ide, ^ 
carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyraz,ne groups o 
com unds) wherein R 3 is (C.-OheteroaryKCR^^- (more preferabiy where, each £ 
R^and R- of the CR^R 12 directiy attached to group A are hydrogen) opt.ona.iy subsided 
, I any ring carbon atom abie to support an addition, substituent by one to three substitu^s 
per ring independently selected from the group consisting of halo, hydroxy, -CN. ^f^. 
c7c a,oxy (0,-0^-0(0=0), form,, and (O^aikyKO-O)- (more , 
wherein said substituents are independently selected from the group cons.st.ng of halo. -CN. 
tc c.alkvl (C,-C 4 )alkoxy. formyl. and (C r 0 4 )alkyl-(C=O)-)- 

phenyl pyridyi, pyridazinyi. pydmidyl, and pyrazinyl groups of compounds and the 

he—, nicotinamide, picoiinamide. isonicotfnamide. pyndazinamide. 

p azinamlde groups o, compounds and «he formanllide cad— .pyzrdz, 

ca,hoxam,nop y r M azine can— ^ ~ ~ ^ 
>0 compounds) wherein R is (CrdcOheteroaryKCR R V (more preterao y 

R^and R- of the OR"R' 2 direct* attached to group A are hydrogen) optionally subs Muted 
on I least one ring carbon atom able to support an additiona. subs«tuent by a subsftuen 
on at least one nng ( c 3 -Ce)cycloalkyl, (d-C^heteroaryl, 

selected from the group consisting of (C 6 -C 10 )aryi. tu 3 y j 

, , ,rc .arvl-O- (C 3 -C 8 )cycloalkyl-0-. (d-C^heteroaryl-O- and 
(d-C^heterocyclyl. (C 6 -C 10 )aryl O . to 3 * , , ( c 3 -Ce)cycloalkyl. 

25 ( C 1 -O 10 )heterocyc,,-O, wherein the aforesa, d (C^o)ar,. 

,r- r ^Pteroarvl (d-C^heterocyclyl, (Cg-dojaryl u . K^z a, y 
felt «0- and C-Oheiarocy^O. subs«uen. may optional* be suited 
an any ring carbon atom hy one * three mo*„es pa, ring, independency selected (rom *e 
gro up consisting o, ha,o, hydroxy. -CN, (C-C.W. (COalKOXy -CF, W, 
30 (C,-C.,a,Ky,-S, (C-OaWSOK (CCW^, (C,-C. W -0- ( C=OK tan* and 

<C ^ 4) ltl C ar < emhodlment of the invention ia .hat group of compounds of formufc I (and the 
phenyl pyridyi, pyridazinyi. pydmidyl, and pyrazinyl groups of compounds and the 
haZmida. nicotinamide. pic*am,de. Isonicotinamide. pyridazinamide, pyrimidinam.de and 
35 pyrazinamide graups of compounds and the formaniiide. camoxaminopyndma 
cart^xaminopyndazine. camoxammopyrlmidine and carbexaminopyrazine groups o 
compounds) therein R» is (C,-C,„)he te rocyc W CR" R ">,- (more preferably «here,n each of 
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Another embodiment of the invention is that group of compounds of formula I (and the 
phenyl, pyridyl, pyridazinyl, pyrimidyl, and pyrazinyl groups of compounds and the 
benzamide, nicotinamide, picolinamide, isonicotinamide, pyridazinamide, pyrimidinamide, and 
pyrazinamide groups of compounds and the formanilide, carboxaminopyridine, 
5 carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyrazine groups of 
compounds) wherein R 3 is optionally substituted (C 3 -C 12 )cycloalkyl-(CR l1 R l2 ) s - wherein R 11 
and R 12 are each independently hydrogen or (CVC^alkyl or wherein at least one of R 11 and 

11 12 

R 12 is other than hydrogen or (C r C 4 )a!kyl (more preferably wherein each of R and R of the 
CR 11 R 12 directly attached to group A are hydrogen); more preferably wherein said 
10 substituents include one to three substituents independently selected from the group 
consisting of hydrogen, halo, hydroxy, -CN, (d-C 4 )alkyl, (d-C 4 )a!koxy, oxo, 
(C 1 -C 4 )alkyl-0-(C=O)-, formyi, (C 1 -C 4 )alkyl-(C=0)-; more preferably wherein said substituents 
are independently selected from the group consisting of hydrogen, halo, hydroxy, -CN, 

(d-d)alkyl and (d-d)alkoxy. 

1 5 Another embodiment of the invention is that group of compounds of formula I (and the 

phenyl, pyridyl, pyridazinyl, pyrimidyl, and pyrazinyl groups of compounds and the 
benzamide, nicotinamide, picolinamide, isonicotinamide, pyridazinamide, pyrimidinamide, and 
pyrazinamide groups of compounds and the formanilide, carboxaminopyridine, 
carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyrazine groups of 

20 compounds) wherein R 3 is (C 3 -C 12 )cycloaikyI-(CR 11 R 12 ) s - (more preferably wherein each of 
R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen) optionally substituted 
by at least one substituent (more preferably one substituent) selected from the group 
consisting of (C 6 -do)aryl, (C 3 -C 8 )cycloalkyl, (C r C 10 )heteroaryl, (d-C 10 )heterocyclyl, 
(C 6 -C 10 )aryl-O-, (C 3 -C 8 )cycloalkyl-0-. (d-C 10 )heteroaryl-0- and (d-C 10 )heterocyclyl-O-; 

25 wherein each of the aforesaid (C 6 -d 0 )aryl, (C 3 -C 8 )cycloalkyl t (d-do)heteroaryl and 
(d-C 10 )heterocyclyl substituents may optionally be substituted by one to three moieties per 
ring, independently selected from the group consisting of halo, hydroxy, -CN, (d-d)alkyl, 
(d-d)alkoxy, -CF 3 , CF 3 0-, (d-C 4 )alkyl-S-, (d-C 4 )alkyl-(S=0)-, (d-C 4 )alkyl-(S0 2 )-, 
(d-C 4 )alkyl-0-(C=0)-, formyi, and (d-C 4 )alkyl-(C=0)-. 

30 Another embodiment of the invention is that group of compounds of formula I (and the 

phenyl, pyridyl, pyridazinyl, pyrimidyl, and pyrazinyl groups of compounds and the 
benzamide, nicotinamide, picolinamide, isonicotinamide, pyridazinamide, pyrimidinamide, and 
pyrazinamide groups of compounds and the formanilide, carboxaminopyridine, 
carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyrazine groups of 
35 compounds) wherein R 3 is (C 3 -C 12 )cycloalkyl-(CR 11 R l2 ) s - (more preferably wherein each of 
R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen) optionally substituted 
by at least one spiro substituent (more preferably one substituent) selected from the group 
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consisting of (C 6 -C 10 )ary., (C 3 -C 8 )cyc.oa lky «, (C^heteroary., (C r C 10 heterocyciy. 
(C 6 -C 10 )ary.-O, (C^cycioaikyl-O-, (C.C^heteroaryl-O- and (C^heterocyc yl-O- 
wherein each of the aforesaid (Ce-C 10 )ary,, (C 3 -C 8 )cyc.oa.kyl, (C^heteroary. and 
(COheterocycIyi spiro substituents may optionai.y be substituted by one to three mouses 
per ring, independently selected from the group consisting of haio, hydroxy. -CN. 
(C^alkoxy, -CF 3 , CF3O-, (C^lkyi-S-, WW=OK (C,C 4 )a.kyKS0 2 K 
(d-C^alkyl-O-lC^)-, formyl, and (d-C^alkyl-CC-O)-. 

Another embodiment of the invention is that group of compounds of formula I (and the 
phenyl, pyridyl. pyridazinyl, pyrimidyl, and pyrazinyl groups of compounds and the 
) benzamide, nicotinamide, pico.inamide. isonicotinamide, pyridazinamide, pyrimidinam.de and 
pyrazinamide groups of compounds and the formanilide, carboxam.nopyr.d.ne 
carboxaminopyridazine, carboxaminopyrimidine and camoxaminopyrazine groups 
compounds) wherein R 3 is optionally substituted (C 3 -C 12 )cycloalkyKCR R )s-; 

wherein R 11 and R 12 are each independently hydrogen or (d-Oalkyl (more 

, • u „ f cnri r 12 of the CR i1 R 12 directly attached to group A are 
5 preferably wherein each of R and K or xne ^ > 

^^wherein said (C3-Ocyc.0a.ky. of said (C 3 -C 12 )cyc.oa,M-(CR^") s - is substituted by 
one substituent selected from the group consisting of (C 6 -C 10 )aryl. «V<M*->« 
(COheteroaryl. (C.-C^eterocydyl. (C 6 -C 10 )ary,O, 
? 0 (C.-Oheteroary.-O- and (C.-Oheterocyclyl-O-; wherein each of the aforesaid 
" C 3 -C 8 )cyc.oa.kyl. (C.-Oheteroary. and (C.C^heterocycly. substituents may optionally be 
lltled by one to three moieties per ring, independently seleoted from the group 
consisting of halo, hydroxy, -CN, (Chalky.. (C-Oalkoxy, -CF 3 . CF 3 G, C ^^ 6 
(C^alkyl-^O), (C^a.kyHSO.)-, (CC^a.kyl-O-^O)-. formyl. and 

25 (C.-C^kyl-^O)-; and w cloa .ky.-(CR 11 R 12 ) s - is substituted by 

wherein said (C 3 -C 12 )cycloalkyl of said (C 3 -C 12 )cycloaiKyi iw* h 

one or two substituents independently se.ected from the group consisting of hydrogen halo 
hydroxy. -CN, (Ci-C 4 )alkyl, (C^alkoxy. oxo. (CC^a.kyl-O-^O)-. formyl 
(I-C 4 )a.ky.-(C=0)-; more preferably wherein said substituents are independently selected 
30 from the group consisting of hydrogen, ha,o, hydroxy. -CN. (Chalky, and I (C.-C^ 

Another embodiment of the invention is that group of compounds of formula I (and the 
phenyl, pyridy.. pyridazinyl. pyrimidyl. and pyrazinyl groups of compounds and the 
benzamide. nicotinamide, picolinamide. isonicotinamide. pyridazinam.de. pynm.d.nam.de, and 
pyrazinamide groups of compounds and the formanilide. carboxaminopyrid.ne 
35 carboxaminopyridazine. carboxaminopyrimidine and carboxaminopyrazine groups of 
compounds) wherein R 3 is (C 6 -C 10 )ary.-(CR-R 12 ) q -(CH 2 K.. wherein R and R are each 
independently hydrogen or (Chalky, (more preferably wherein each of R and R of the 
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R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen) optionally substituted 
on any ring carbon atom (more preferably one carbon atom) able to support an additional 
substituent by one to three substituents per ring independently selected from the group 
consisting of halo, hydroxy, -CN, (d-C 4 )alkyl, (d-C 4 )alkoxy, oxo, (d-C 4 )alkyl-0-(C=0)-, 
5 formyl, and (d-C 4 )alkyl-(C=0)-( more preferably wherein said substituents are independently 
selected from the group consisting of halo, -CN, (d-C 4 )alky1, (d-C 4 )alkoxy, oxo, formyl. and 
(d-C 4 )alkyl-(C=0)-). 

Another embodiment of the invention is that group of compounds of formula I (and the 
phenyl, pyridyi, pyridazinyl, pyrimidyl, and pyrazinyl groups of compounds and the 

10 benzamide, nicotinamide, picolinamide, isonicotinamide, pyridazinamide, pyrimidinamide, and 
pyrazinamide groups of compounds and the formanilide, carboxaminopyridine, 
carboxaminopyridazine, carboxaminopyrimidine and carboxaminopyrazine groups of 
compounds) wherein R 3 is (d-Ci 0 )heterocyclyHCR 11 R 12 ) s - (more preferably wherein each of 
R 11 and R 12 of the CR 11 R 12 directly attached to group A are hydrogen) optionally substituted 

15 on at least one ring carbon atom (more preferably one carbon atom) able to support an 
additional substituent by a substituent selected from the group consisting of (C 6 -C 10 )aryl, 
(C 3 -C 8 )cycloalkyl, (d-C 10 )heteroaryl, (C 1 -C 10 )heterocyciyl, (C 6 -C 10 )aryl-O-, 

(C 3 -C 8 )cycloalkyl-0, (d-C 10 )heteroaryl-O- and (d-C^heterocyclyl-O-; wherein the aforesaid 
(C 6 -C 10 )aryl, (C 3 -C 8 )cycloalkyl, (d-Cio)heteroaryl, (C 1 -C l0 )heterocyclyl, (C 6 -C 10 )aryl-O-, 

20 (C 3 -C 8 )cycloalkyl-0-, (d-do)beteroaryl-O- and (d-do)heterocyclyl-O- substituent may 
optionally be substituted on any ring carbon atom by one to three moieties per ring, 
independently selected from the group consisting of halo, hydroxy, -CN, (C r C 4 )alkyl, 
(d-C 4 )alkoxy, -CF 3 , CF 3 0-, (d-C 4 )alkyl-S-, (d-C 4 )alkyl-(S=0)-, (d-C 4 )alkyl-(S0 2 )-, 
(d-C 4 )alkyl-0-(C=0)-, formyl, and (d-C 4 )alkyl-(C=0)-. 

25 Another embodiment of the invention is that group of compounds wherein R 2 is chloro 

or bromo, more preferably wherein R 2 is chloro. 

Another embodiment of the invention is that group of compounds wherein R is 

2 

(d-C 4 )alkyl or -CN, more preferably wherein R is methyl. 

Another embodiment of the invention is that group of compounds wherein R is 

30 hydroxy. 

Another embodiment of the invention is that group of compounds wherein R 7 is other 
than hydrogen. 

Another embodiment of the invention is that group of compounds of formula I wherein 
R 1 is optionally substituted (Ci-C 10 )heterocycly1 selected from the group consisting of 
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Another embodiment of the invention is that group of compounds wherein R 1 is 
optionally substituted (C.C^heterocyclyl selected from the group consists of 

N— R i0 





O 9 



R 9 



N x 9 
R 10 R 

Q R 9 fl R 9 



i-NMj and l-N 

R R 

Another embodiment of the invention is that group of compounds wherein R 1 
optionally substituted (C.C^heterocycly. selected from the group consisting of 
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Another embodiment of the invention is that group of compounds wherein R 1 is 
optionally substituted (C^C^heterocyclyl selected from the group consisting of 




R 9 R 9 ^9 



R R 9 



O R 



3# 
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R r 9 o 



R s O 
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R" R a o • ° R 
Another embodiment of the invention is that group of compounds wherein R 1 is 
■ptionally substituted (C.-C^heterocyclyl selected from the group consisting of 



q D 9 s and O 
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Another embodiment of the invention is that group of compounds wherein R 1 is 
optionally substituted (C l -C 10 )heterocyclyl selected from the group consisting of 

° O C> 




HN 



. V 
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HN 
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o , 
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for simplicity, in the aforementioned examples of R 1 the substituents R 9 and R 1U have not 
been shown. 
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Another embodiment of the invention is that group of compounds wherein R 1 is 
.ptionally substituted ((VC^heterocyclyl selected from the group consists of 

A. 





N' 









and 




for simp.icity, in the aforementioned exampies of R 1 the substituents R* and R have not 

been shown. D i • 

Another embodiment of the invention is that group of compounds where.n R .s 

optionally substituted (C.-C^heterocyclyi selected from the group cons.st.ng of 
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OH 




(CH 2 ) t NR 4 R 5 f — N ) — (CH 2 ) t NR 4 R 5 

and 



wherein R 4 and R 5 are each independently selected from the group consisting of 
hydrogen, (d-CeJalkyI, HO-(C 2 -C 6 )alkyl and (C 3 -C 8 )cycloalkyl, or R 4 and R 5 may optionally be 
taken together with the nitrogen atom to which they are attached to form a 3 to 8 membered 
heterocycle. 

Another embodiment of the invention is that group of compounds wherein R 1 is 
optionally substituted (d-CnOheterocyclyl selected from the group consisting of 
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nr 4 r 5 ; 



taken together with the nitrogen awm 

heterocycle. ^ of ^pounds wherein R< is 

hotter — -"^ tom ms group ^deg „, 

optionally substituted (C-CmJneterocyciyi * 
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wherein R 9 is selected from the group consisting of hydrogen, -CF 3t (d-CsJalkyl, 
HO-(C 2 -C 6 )alkyl and (C 3 -C 8 )cycloalkyi group; 

wherein R 10 is selected from the group consisting of hydrogen, (Ci-C 6 )alkyl, 
HO-(C 2 -C 6 )alkyl and (C 3 -C 8 )cycloalkyl group. 
5 Another embodiment of the invention is that group of compounds wherein R 9 is 

independently selected from the group of substituents selected from hydrogen, halo, -CN, and 
(C 1 -C 4 )alkyl optionally substituted with one to three fluoro; more preferably hydrogen or 
methyl. 

Another embodiment of the invention is that group of compounds wherein R is 
10 independently selected from the group of substituents selected from hydroxy, amino, 
(d-C4)alkoxy optionally substituted with one to three fluoro, H0 2 C-, R 4 R 5 N(0 2 S)- t 
(d-C 4 )alkyl-(0 2 S)-NH-, (C 1 -C 4 )alkyl-0 2 S.[(C 1 -C 4 )alkyl-N]- f R 4 R 5 N(0=C)-, (d-C 4 )alkyl-NH-, 

[(d-C 4 )alkyl]2-N- and R 4 R 5 N(CH 2 ) r . 

Another embodiment of the invention is that group of compounds wherein each R 9 is 
15 independently selected from the group of substituents selected from (C 6 -C 10 )aryl, 
(C 3 -C fi )cycloalky!, (d-C 10 )heteroaryl, (C r C 10 )heterocyclyl, (C 6 -C 10 )aryl-O-, 

(C 3 -C 8 )cycloalkyl.-0-, (d-Cio)heteroaryl-O- and (C 1 -C 10 )heterocyclyl-O-. 

10 • 

Another embodiment of the invention is that group of compounds wherein R is 
independently selected from the group of substituents consisting of hydrogen and (Ci-C 4 )alkyl 
20 optionally substituted with one to three fluoro; more preferably hydrogen or methyl. 

Another embodiment of the invention is that group of compounds wherein each R 10 is 
independently selected from the group of substituents consisting of (C r C 4 )alkyl-(C=0)-, 

■ 

(C 6 -C 10 )aryl, (C 3 -C 8 )cycloalkyl, wherein each of the aforesaid (C 6 -C 10 )aryl and 
(C 3 -C 8 )cycloalkyl, anywhere on said R 10 substituents may optionally be substituted by one to 

25 three suitable moieties per ring, independently selected from the group consisting of halo, 
hydroxy, amino, -CN, (d-C 4 )aIkyl, (C 1 -C 4 )alkoxy, -CF 3 , CF 3 0-, (d-C 4 )aIkyI-NH-, 
[(d-C 4 )alkyl] 2 -N-, (C 1 -C 4 )alkyl-S- 1 (d-C 4 )alkyl-(S=0)-. (C r C 4 )alkyl-(S0 2 h 

(C 1 -C 4 )alkyI-0-(C=0)-, formyl, and (d-C 4 )alkyl-(C=0)-; 

Another embodiment of the invention is that group of compounds wherein each R is 

30 independently selected from the group of substituents consisting of (d-C 10 )heteroaryl and 
(d-C 10 )heterocyclyl; wherein each of the aforesaid (d-C 10 )heteroaryl and 
(d-C 10 )heterocyclyl anywhere on said R 10 substituents may optionally be substituted by one 
to three suitable moieties per ring, independently selected from the group consisting of halo, 
hydroxy, amino, -CN, (d-C 4 )alkyl, (d-C 4 )alkoxy, -CF 3 ,' CF 3 -CH2-, CF 3 0, (d-d)alkyl-NH-, 

35 [(d-C 4 )alkyl] 2 -N-. (d-C 4 )alkyl-S-, (d-C 4 )alkyl-(S=0)-, (d-C 4 )alkyl-(S0 2 )- f 

(d-d)alkyl-0-(C=0)-, formyl, and (d-d)alkyl-(C=0)-. 
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corner preferred embodiment o. «. invenrion is M group of — » wherein 
R 1 is selected from the group 



R 




N , 



R - d O-^ N 



5 



wherein R 9 is ejected <rom the group consist o. hydrogen. -CF, (C-C.W 
CFarCHr, --^- ; rrrlee ,o expounds o, ^ , — 

R 1 is 



R 10 



I 



wherein R» is seieored .rom .he group consist - hydrogen. (WW. 



wherein 



said compound of formula I has the formula 




NH-R 3 



15 



20 



h rPin R 3 is (C 4 -C 10 )a!ky.; wherein said (C 4 -C n0 )alkyl may optionally be substituted 
Tur subS ue^s independently selected from ch.oro, fluoro, (C 6 -C 10 )ary1. 
by one to fou subsbtu .te (Ci . Cio)heterocy c,yl; wherein each of said 

(C3-C 6 )cycloa.ky., ^J**^ J of (Cl .c 10 )heterocyc.y. may optionally be 
in r tervl (C*-C a )cyc °alkyl, (Ci-Ci 0 )neteroaryi ui v^i w 

(C 6 -C 10 )aryl, (C 3 Crf y mojety by one to three moiet(e s 
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(d-C 4 )alkoxy, (d-C 4 )alkyl-S-, (C 1 -C 4 )alkyl-(S=0)- l (d-C 4 )alkyl-(S0 2 )-. (d-C 4 )aikyl-0-(C=0)-, 
formyl, (C 1 -C 4 )alkyl-(C=0)-, (C 6 -C 10 )aryl, (C 3 -C 8 )cycloaIkyl, (C r C 10 )heteroaryl ( 
(Ct-CoJheterocydyl. (C 6 -C 10 )aryl-O-, (C 3 -C 8 )cycloalkyl-0-, (d-C 10 )heteroaryl-O- and 
(d-do)heterocyclyl-O-; wherein said (C 3 -C 8 )cycloalkyl and (C r C 10 )heterocyclyl substituents 
may also optionally be substituted by oxo; and 
R 10 is hydrogen or (C r C 4 )alkyl; 

or a pharmaceutically acceptable salt or solvate thereof. 

Another more preferred embodiment of the invention relates to compounds of formula 
I wherein said compound of formula I has the formula 

2 




NH-R 



10 



15 



20 



la 

wherein R 3 is (C 6 -C 10 )aryl-(CR 11 R 12 ) q -(CH 2 )-; wherein said (C 6 -C 10 )aryl may optionally 
be substituted by one to two substituents independently selected from the group consisting of 
halo, hydroxy, -CN, (d-d)alkyl, (d-C 4 )alkoxy t (d-C 4 )alkyl-0-(C=0)-, formyl. 
(d-C 4 )alkyl-(C=0)- f (d-doJaryl, (C 3 -d)cycloalkyl, (d-C 10 )heteroaryl, (d-C 10 )heterocyclyl, 
(C 6 -C 10 )aryl-O-, (C 3 -C 8 )cycloalkyl-0-, (d-C 10 )heteroaryl-0- and (d-C 10 )heterocyclyl-O-; 
wherein each of the aforesaid (C 6 -C 10 )aryl. (C 3 -C 8 )cycloalkyl, (d-C 10 )heteroaryl and 
(C r C 10 )heterocyc!yl substituents may optionally be substituted by one to three moieties per 
ring, independently selected from the group consisting of halo, hydroxy, -CN, (d-d)alkyl, 
(d-d)aikoxy, -CF 3 , CF 3 0-, (d-d)alkyl-S-, (d-d)alkyl-(S=0)-, (d-d)alkyl-(S0 2 )-, 
(d-d)alkyl-0-(C=0)-, formyl, and (d-d)alkyl-(C=0)-. 

or a pharmaceutically acceptable salt or solvate thereof. 

Another more preferred embodiment of the invention relates to compounds of formula 
I wherein said compound of formula I has the formula 

2 




NH-R 



la 
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10 



wherein r 3 is optionally substituted (C.C.OcyeloalityHCR-R'V j-* 
wherein k k j wherein ar least one of R and R is 

R " are each independently hydrogen or (C-CW wne 

oto than hydros or (CCW *»» « 

CR-R* dlredy attaohed to group A are hydrogen); h* OH. , 

tr r telkvl-0-(C=0)-, formyl, (C r C 4 )alKyl^o u, , v 
(C,-C.)alkoxy. <°'^°^L (c^^ete^tyoty.. <C-C,„)aryl-0, 
(Cs -C.,cycloa *l and (Ci-Cio)tteterocydyt-0-: herein eaoh o, the 

(CrOcydoaiKyi-O-. l C ^«<2 (c ,. Cl0 )he.eroaryl and (C,-C m )he.erooyo,yl 
aforesaa (C e -C,„)aryi. ^ t0 ' lhree motette s per ring, independemly 

2-Chloro-N-l2-(2-chloro-phenyt)-ethyll- 5 -< 3 ' 5 - Illoxo ^- E ' a '" y 
"ch,„ro-M3^io^^ 
b ^Tch,oro-M3.5-^^^ 
^^-Chloro^^ 
20 ^^-Benzylotty^^^ 
^^L-^S-dio^^ 



15 



25 



30 



benzamide. 



35 

benzamide; 



Examples of other compounds of the formula I are the following. 
"A3. 6 -d,o>^.S-dihydre-3^^ 
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2-Chloro-N-[2-(4-chloro-phenyl^ 
benzamide; 

2-Chloro-5-(3 t 5-dioxcHt t 5-dihydro-3H-[1,2 f 4]triazin-2-yl)-N-ph 

N-[2-(4-Bromo-phenyl)^thyl]-2-^^^ 

5 benzamide; 

2-ChIoro-5-(3,5<lioxo-4 t 5-dihydro-3^^ 

benzamide; 

2-Chloro-N-[2-(2 f 6-dichloro-phenyl)-ethyl]-5-(3 f 5-dioxo-4,5-dihydro-3H-^ ,2,4]triazin-2- 
yl)-benzamide; 

10 2-Chloro-5-(3 f 5-dioxo^,5-dihydro-3H.[1,2 t 4]triazin-2-yl)-N-[2-(3-m 
ethyt]-benzam id e; 

2-Chloro-5-(3 t 5-dioxo-4,5-dihydro-3H-[1,2 t 4]triazin-2-yl)-N-pentyl-benzamide; 
2-Ch1oro-5-(3,5<lioxo^,5-dihydro-3H-^ 
benzamide; 

15 N-[2-(5-Bromo-2-methoxy-phenyl)-ethyl]-2-chloro-5-(3,5-dioxo-4,5-dihydro-3H- 

[1 ,2,4]triazin-2-yl)-benzamide; 

2-Chloro-5-(3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-yl)-N-.octyl-benzamide; 

2-ChIoro-N-[2-(3-chloro^henyl^ 

benzamide; 
20 2 -Ch1oro-N-[2-(2,4-dichlo^ 

yl)-benzamide; 

2-Chloro-5-(3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-yl)-N-hexyI-benzamide; 

2-Chloro-5-(3,5Hjioxo-4,5<iihydro-3H-[^^ 

benzamide; 
25 2-Chloro-N-cyclohexylme^ 

benzamide; 

2-Chloro-N-[2-(3,4<iichloro-p^ 

yl)-benzamjde; 

2-Chloro-5-(3 t 5-dioxo^,5-dihydro-3H-[1,2,4]triazin-2-yl)-N-(2-phenyI"propyl^ 

30 benzamide; 

2-Chloro-5-(3,5-dioxo^,5-dihydro-3^ 

benzamide; 

2-Chloro-5-(3,5-dioxo-4,5-d^^ 

ethyl]-benzamide; 

35 N-[2-(2-Bromo^-methoxy-phenyl)-ethyl]-2-chlor<>5-(3 I 5Kiioxo-4 i 5-dihydro-3H- 
[1 ,2,4]triazin-2-yl)-benzamide; 
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2-Ch.oro-N-[2-(4-c^ 



benzamide; 

K 3,5-dioxo^>dihydro-3H-[1,2,4]triazin-2-yl)-N-W 



yl)-benzamide; 

2-Ch1oro-5-(3.5-d-^ 
cyclohexylmethy!)-benzamide; 

5 2-Chloro-5-(3, 

cyclohexylmethyl>benzamide; .^^wn? Aitriazin-2- 

N-Bicyclo[2.2.1]hept-2-y1methyl-2-chloro-5-(3.5-d i oxo-4,5-d l hydro-3H-[1,2 

yl) . b enzamide,^^ 

10 cyclohexanecarboxylic acid methyl ester, „ c ^ . , H m o Aitriazin-2- 

N-Bic y c>o[2.2.1]hept-2^ A4]*«n 

vIVbenzamide; , . , x 

2-Chloro-5-(3,5-d i oxo-4,5-dihydro-3H-[1 .z^triazin^-yD-N^-m-tolyl-ethy.)- 

15 benZam tlloro-N42-(3-chloro-phenyl)-2-hydroxy-ethy.]-5-(3>di 

n 2 41triazin-2-yl)-benzamide; 
2 . C h.or^5-^^ 

hydroxy-ethyl]-benzamide; 41triazin . 2 .yl)-benzoylamino]-ethyl}- 
3^2-[2-Chloro-5-(3.5-dioxo-4,5-dihydro-3H-[1,2,4]tnazm ^ yi; u« y 

20 benzoic acid methyl ester; ... .„ ou. 

2-Ch.oro-N-(6,6-dimethyl-bicy C lo l 3.1.1]hept-2-y.methyl)-5-(3.5-d,oxo-4.5-d l hydro-3H 



[1 ,2,4]triazin-2-yl)-benzamide; 
2-ChIoro 



25 



' 5 -(3^ 

benzamide; 4 ltriazin -2-yI)-N-isochroman-1-ylmethyl- 
2-Chloro5-(3,5-dioxo-4 l 5-dihydro-3H-[1 l 2,4jtnazin yij " 

benzamide; 41 triazin-2^ylVN-[2-(3-methylsulfanyl- 
2-Chloro-5-(3,5-dioxo-4,5-dihydro-3H-[1 ^^Jtnazin c y\n l v 

phenyl)-ethyl]-benzamide; 
2-Chloro 



nzamide; ^ 
-5.(3,Miox<M,Mihydro-3H-(1.2.4llnazln-2.ylVN-(2-methoxy-2.phenyl- 



30 °<™--^^^ 

ri ,2,41triazin-2-yl)-benzamide; 

2-Chioro-5-(3,5Klioxo-4,5Klihydro-3H-[1 > 2,4]triazin-2-yl)-N-(1-phenyl- 

cvclopentylmethyO-benzamide; 
35 2 . C h.oro-N-[2-(2-chlo^^ 

2 -Chloro-N42-(2-chloro^^ 

benzamide; 
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2-Chloro-N-[2-(2-chloro-phenyl)-e^ 

2-Chloro-N-[2-(2-chloro-pte^ 

2-Chloro-N-[1-(4-chloro-phen^^^ 

dihydro-3H-[1,2,4]triazin-2-yl)-benzamide; 
5 2-Chloro-N-[3-(4-chloro-phenyl)-tetrahydro-pyran-3-ylmethyl]-5-[3,5-di 

trjfiuoro-ethyl)-4,5-dihydro-3H-[1 ( 2 t 4)triazin-2-yl]-benzamide; 

2-Chloro-N-[2-(4-fluoro-phenyl)-tetrahydro-pyran-2-ylmethyI]-5-(3-meth ,5- 

dihydro-[1,2,4]triazol-4-yl)-benzamide; 

N-[2-(4-Fluoro-phenyl)-[1,3]dioxan-2-ylmethyl]-2-methyi-5-(5-oxo-1 t 5-dihydro^ 

1 0 [1 ,2,4]triazol-4-yl)-benzamide; 

N-[2-(4-Fluoro-phenylHetrahydro-pyran-2-ylmethyl]-2-methyl-5-[5-oxo-3-(2,2,2- 

trifluoro-ethyI)-1 f 5-dihydro-[1 ,2,4]triazol-4-yl]-benzamide; 

5-(2,6-Dioxo-3 I 6-dihydro-2H-pyrimidin-1-yl)-N-[2-(4-fluoro-phenyl)-2-hyd^ 

2-methyl-benzamide; 
15 N-[2-(2-Chloro-phenyl)-2^ 

2-methy!-benzamide; 

N-[2-Chloro-5-(3-methyl-2,5-dioxo-2 l 5-dihydro-pyrrol-1-yi)-phenyl]-3-(2-chloro- 

phenyl)-butyramide; 

N-[2-Chloro-5-(3-oxo-2,3^ 

20 3-methyl-butyramide; 

2-Chloro-N-[2-(2-chloro-phenyl)-2-methyl-propyl]-5-(3-oxo-2.3-dihydro- 

benzo[1,4]oxazin-4-yl)-benzamide; 

2-Chloro-N-[2-(2-chloro-^ 

4-yl)-benzamide; 
25 N-[2-(3-Chloro-thiophen-2-yl^ 

benzo[1,4]thiazin-4-yl)-benzamide; 

2-Chloro-N-[2-(3-methyl-furan-2-yl)-ethyl]-5-(3-oxo-2,3-dihydro-[1,4]thiazin 

benzamide; 

2-Chloro-5-(2,4-dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-N-(2-furan-2-yl-ethyl)- 

30 benzamide; 

2-Chloro-5-(3 i 5-dioxo-4 > 5-dihydro-3H-[1,2,4]triazin-2-yl)-N-(1-hydroxy- 

cycloheptylmethyl)-benzamide; 

2-Chloro-5-(3,5-dioxo-2 t 5-dihydro-3H-[1 t 2,4]triazin-4-yl)-N-(1 -hydroxy- 

cycioheptylmethyl)-benzamide; 
35 2-Chloro-NK4,4Hjifluoro-1-hydroxy-cyclohexylmethy!)-5-(3 f 5-dioxo-4,5-dih 

[1 ^^Itriazin^-yO-benzamide; 
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2-Chloro-N-[4,4-difluoro 



-1-(5-memyl-thiophen-2-yl)-cyclohexylmethyl]-5-(3.5-dioxo. 



Mu^mMH ***** .2 ■ 4 ^ , ^7;^ 4 . ( , uoro . ph e„ yl) . 2+ ydrowoPV«l- 

30 5. ( 2,6-Dfoxo-3,6-<lihvdro-2H-pyrimid,n-1-yl)-N-l2 (4 P 

2-methyl-nlcotinamide; rfl „ xo -3 4-dihydro-2H-pyrimidin-1 -yl)- 

N42-(2-Chloro-phenyl)-2-hydr<.xy-propyll-5-(2.4-d,oxo-3,4 amy 

2-methyl-nicotinamide; 



2-Chloro-N 



-p^-chloro-phenyl^-methyl-propyil-S-CS-oxo^^dihydro. 



35 benzo[1 ,4]oxazin-4-ylVnicotinamide; 3 ^^ ydro4Ml ^i ,41thiazin- 

2-Chloro-N-[2-(2-chloro-thiophen-3-yl)-etnyij o v 



4-yl)-nicotinamide; 
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N-[2-(3-Chloro-thiophen-2-yl)-ethyl]-2-methyl-5-(7-methyl-3-oxo-2,3-dih 

benzo[1,4]thiazin-4-y!)-nicotinamide; 

2-Chloro-N-[2-(3nrnethyl-furan^^^ 

nicotinamide; 

5 2-Chloro-5-(2,4-dioxo-3,4-dihydro-2H-pyrimidin-1-yl)-N-(2-furan-2-yl-ethyl^ 
nicotinamide; 

2-Chloro-5-(3,5-dioxo-4 t 5-dihydro-3H-[1 f 2,4]triazin-2-yl)-N-(1-hydroxy- 

cycloheptylmethyl)-nicotinamide; 

2-Chloro-5-(3,5-dioxo-2,5-dihydro-3H41,2,4]triazin-4-yl)-N-.(1-hydroxy- 

1 0 cycloheptylmethyl)-nicotinamide; 

2-Chloro-N-(4,4-difluoro-1-hydroxy-cyclohexylmethyi)-5-(3,5-dioxo-4,5-dihydro-3H- 

[1,2,4]triazin-2-yl)-nicotinamide; 

2-Chioro-N-[4,4-difluoro-1-(5-methyl^ 
4,5-dihydro-3H-[1,2,4]triazin-2-y!)-nicotinamide; 
15 2-Chloro-5-(3,5-dioxo-4,5-dihydro-3H-^ 

tetrahydro-pyran-2-ylmethyl]-nicotinamide; 

2-Chloro-N-(1-hydroxy-cycloheptylmethyl)-5-(3-methyl-5-oxo-1,5-dihydro- 

[1 f 2 t 4]triazol-4-yl)-nicotinamide; 

2-Chloro-N-cyclohepty!methy!-5-(5-oxo^^ 

20 yI)-nicotinamide; 

2-Chloro-5-(3-methyl-5-oxo-1>dihydro-[^^ 

phenyl)-[1,3]dioxan-2-ylmethy!]-nicotinamide; 

2-Ch!oro-N-[2-(4-fluoro-phenyl)-[1 l 3]dioxan-2-ylmethyl]-5-(5-oxo-1 f 5-dihydro- 

[1,2,4]triazoI-4-ylHiicotinamide; 
25 2-Chloro-N-[3-(4-fluoro*pheny!Hetrahydro-pyran-3-ylmethyl]-5-[5-oxo-1-(2 f 2^ 

trifluoro-ethy1)-1 ,5-dihydro-[1 ,2,4]triazol-4-yl]-nicotinamide; 
2-Chloro-N-[2-(2-chloro-phenyl)-e^^ 

nicotinamide; 

2-Chloro-5-(3,5-dioxo-4,5-dihydro-3H-[^ 

30 nicotinamide; 

2-Chloro-5-(3,5-dioxo^,5-dihydro-3H-[1,2,4]triazin-2-yl)-N-(2,2-diphenyl-ethyl)- 

nicotinamide;. 

N-[2-(2-Ch!oro-phenyI)^ 

nicotinamide; 

35 N-[2-(2-Benzyloxy-phenyI)-ethyl]-2-ch^^ 
yl)-nicotinamide; 
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2 -Chloro-5-(3.5-dioxo^,5-dihydro-3H-[1,2,4ltr^ 

10 nicotinamide. . , lHa . 

Examples of specific isonicotinamides of the ,vent,on ndude. 

5_Chloro^[1-(4-chlor^ 
dihydro-3H-[1 l2 ,4]tria Z in-2-ylV.sonicotinamide; 5 . d i OXO -4-(2,2,2- 
5-Chloro-N-t3-<4-^^^^ *° xo 4 < • ' 



20 N-[2-(4 
trifluoro 

(2 



P thvlV1 5-dihydro-I1 ,2,4]triazoi-4-yl]-isonicotinamide; 



5-methyl-isonicotinamide; 



N . (:N2 .C W oro-phe^^ 
30 "^^Up^^ 

35 isonicotinamide; hwlrnYU 
cycloheptylmethylKisonicotinamide; 
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5-Chloro-2-(3 t 5-dioxo-2,5-dihydro-3H-[1 t 2,4]triazin-4-yl)-N-(1 -hydroxy- 

cycloheptylmethyl)-isonicotinamide; 

5-Chloro-N-(4,4-difluoro-1-hydroxy^ 

[1 ,2,4)triazin-2-yl)-isonicotinamide; 
5 5-Chloro-N-[4,4-difiuoro-1-(5-methyI-thiophen-2-yl)-cyclohexylmeth 

4,5-dihydro-3H-[1 ,2,4]triazin-2-yl)-isonicotinamide; 

5-Chloro-2-(3,5-dioxo-4,5-dihyd^ 

tetrahydro-pyran-2-ylmethyl]-isonicotinamide; 

5-Chloro-N-(1-hydroxy-cycloheptylmethyi)-2-(3-methyl-5-oxo-1,5-dihydro- 

1 0 [1 ,2,4]triazoi-4-yI)-isonicotinamide; 

5-Chloro-N-cycloheptylmethyl-2-(5-oxo-3-trifluoromethyl-1,5-di^ 

yl)-isonicotinamide; 

5-Chloro-2-(3-methy!-5-oxo-1,5-dihydro-^ 
phenyl)-[1,3]dioxan-2-ylmethyl]-isonicotinamide; 
1 5 5-Chloro-N-[2-(4-fluoro-phenyl)-[1 ,3]dioxan-2-ylmethyl]-2-(5-oxo-1 , 5-dihydro- 

[1,2,4]triazol-4-yl)-isonicotinamide; 

5-Chloro-N-[3-(4-fluoro-phenyl)-tetrahydro-pyran-3-ylmethyl]-2-t5-oxo-1-(2,2,2- 

■ trifluoro-ethyl)-1 ,5-dihydro-[1 ,2^]triazol-4-yl]-isonicotinamide; 
5-Ch!oro-N-[2-(2-chloro-phenyl)^ 

20 isonicotinamide; 

5-Chloro-2-(3,5-dioxo-4,5-dihy^ 

isonicotinamide; 

5-Chloro-2-(3,5-dioxo-4,5-dihydro-3H-[1,2 l 4]triazin-2-yl)-N-(2,2-diphenyl-eth^ 

isonicotinamide; 
25 N-[2-(2-ChIoro-phenyl)-ethy!^ 

isonicotinamide; 

N-[2-(2-Benzyloxy-phenyi)-ethyl]-5-chloro^^ 

yl)-isonicotinamide; 

S-Chloro^-CS.S-dioxo^^-dihydro-SH-tl^^ltriazin^-yO-N-CI-phenyl- 

30 cyclohexylmethyl)-isonicotinamide; 

5-Chloro-2-(3,5-dioxo-4>dihydro-3H-^ 

cyclohexylmethyl)-isonicotinamide; 

5-Chloro-N-[2-(2-chlorcHphenyl)-e^ 

[l^^triazin^-yO-isonicotinamide; 
35 5-Chloro-2-(3 f 5-dioxo-4 l 5-dihydro-3H-[1,2 i 4]triazin-2-yl)-N-[2-(2-^ 

pheny!)-ethyl]-isonicotinamide; and 
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15 



20 



.x t K»n o ^-oxo-2 3-dihydro-benzo[1 ,4]thiazin-4-yl)- 
5-Chloro-N-l2-(2-chloro-phenyl)-ethyl]-2-(3-oxo-z^ a.nyu 

isonicotinamide. . 

Soecific examples of other pyridine-2-carboxamides include. 

Specific example 4 1t riazin-2-yl)-pyridine-2-carboxylic acid [2- 

3-Chloro-6-(3,5Klioxo-4,5-dihydro-3H-[1,2,4]tnazin z yu ny 

( 2-Benzyloxy-phenyl)-ethyl]-amide; 41triazin . 2 . y ,v P yridine-2-carboxylic acid (1- 

3-Chloro-6-(3,5-dioxo-4,5-d.hydro-3H-[1,2,4]triazin z yi; P y 

phenyl-cyclohexylmethyD-amide, 4]triazin . 2 -yl)-pyridine-2-carboxylic acid (1- 

3-Chloro-6-(3,5-dioxo-4,5-dihydro-3H-[1,2,4Jtriazin ^ y ; i^y 

° h ~T" e ln also deludes Isotopically-labelled compounds. w*ich are 
The present »we ^ ^ ^ ^ are rep|aced by 

' t Trli^I c 'Is nu.be, d«feren, .rem «he atomic mass or mass 
an atom havmg an atomic mass or ^ ^ . nco(porated ,„,„ 

i number usually found in nature. Examples or iso p 

^pounds o, me Inventton include ^ - ^ * ^ ^ 

rcrrr rsr-"^ ^ — , ^ - 

" Kl C '' r „,able saL of said oompounds or of said prodrugs which oontam the 
pbarmaoauboatly acceptable salts oTs P ^ ^ ^ ^ rf ^ 

0 aforementioned isotopes and/or other isotopes or 

, nva „ U on. Certain isotopfcally-fabelled compounds - • ,„ ^ 

those into which radioacbve isotopes such as H C ,e incorp 

a „d,or subsets «ssue *^J^J^ '^J'and — 
isotopes are particulady preferred for »*»r etse* >> "> 
„ substitution w.th heavfer isoropes such as ^ " ^ampXaaaed fa *o haHfe or 

reduced dosage requirements and, hence, may h 
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Isotopically-labelled compounds of Formula I of this invention and prodrugs thereof can 
generally be prepared by carrying out the procedures disclosed in the Schemes and/or in the 
Examples and Preparations below, by substituting a readily available isotopically-labelled 
reagent for a non-isotopicaily-labelled reagent. 

5 The compounds of Formula I or a pharmaceutical^ acceptable salt thereof can be 

used in the manufacture of a medicament for the prophylactic or therapeutic treatment of any 
disease state in a human, or other mammal, which is exacerbated or caused by excessive or 
unregulated cytokine production by such mammal's cells, such as but not limited to 
monocytes and/or macrophages. 

10 The present invention relates to a method for treating a P2X 7 mediated disease in a 

mammal in need thereof, which comprises administering to said mammal an effective amount 

of a compound of formula I. 

The present invention also relates to a method for treating a condition selected from the 
group consisting of arthritis (including psoriatic arthritis, Reiter's syndrome, rheumatoid 

15 arthritis, gout, traumatic arthritis, rubella arthritis, rheumatoid spondylitis, osteoarthritis, gouty 
arthritis and acute synovitis), inflammatory bowel disease, Crohn's disease, emphysema, acute 
respiratory distress syndrome, adult respiratory distress syndrome, asthma, bronchitis chronic 
obstructive pulmonary disease, chronic pulmonary inflammatory disease, silicosis, pulmonary 
sarcoidosis, allergic reactions, allergic contact hypersensitivity, eczema, contact dermatitis, 

20 psoriasis, sunburn, cancer, tissue ulceration, restenosis, periodontal disease, epidermolysis 
bullosa, osteoporosis, bone resorption disease, loosening of artificial joint implants, 
atherosclerosis, aortic aneurysm, congestive heart failure, myocardial infarction, stroke, cerebral 
ischemia, head trauma, neurotrauma, spinal cord injury, neuro-degenerative disorders, 
Alzheimer's disease, Parkinson's disease, migraine, depression, peripheral neuropathy, pain, 

25 cerebral amyloid angiopathy, nootropic or cognition enhancement, amyotrophic lateral sclerosis, 
multiple sclerosis, ocular angiogenesis, corneal injury, macular degeneration, corneal scarring, 
scleritis, abnormal wound healing, burns, autoimmune disorders, Huntington's disease, 
diabetes, AIDS, cachexia, sepsis, septic shock, endotoxic shock, conjunctivitis shock, gram 
negative sepsis, toxic shock syndrome, cerebral malaria, cardiac and renal reperfusion injury, 

30 thrombosis, glomerulonephritis, graft vs. host reaction, allograft rejection, organ transplant 
toxicity, ulcerative colitis, or muscle degeneration, in a mammal, including a human, comprising 
administering to said mammal an amount of a compound to formula I, effective in treating such 
a condition. 

The present invention relates to a pharmaceutical composition for the treatment of a 
35 P2X 7 mediated disease in a mammal which comprises an effective amount of a compound 
according to formula I and a pharmaceutical^ acceptable carrier. 
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The present invention reiates to a pharmaceutical composition for the treatment of a- 
condition selected from the group consisting of arthritis (including psoriatic arthritis, Rerters 
syndrome, rheumatoid arthritis, gout, traumatic arthritis, rubeiia arthritis, rheumatoid 
spondylitis, osteoarthritis, gouty arthritis and acute synovitis), inflammatory bowel disease 
Crohn's disease, emphysema, acute respiratory distress syndrome, adult respiratory d.stress 
syndrome, asthma, bronchitis, chronic obstructive puimonary disease, chronic pulmonary 
inflammatory disease, silicosis, pulmonary sarcoidosis, aiiergic reactions 
hypersensitivity, eczema, contact dermatitis, psoriasis, sunburn, cancer, tissue u,oera,on 
restenosis, periodontal disease, epidermolysis bu.iosa, osteoporosis, bone ^o^e 
.oosening of artificial joint impiants. atherosclerosis, aortic aneurysm, congestive heart f^re, 
myocardial infarction, stroke, cerebra, ischemia, head trauma, neurotrauma. sp-nai co^p*. 
neurodegenerative disorders. Alzheimer's disease. Parkinson's d,sease. rn.gra.ne. depression 
peripheral neuropathy, pain, cerebra, amyloid angiopathy, nootropic or cognition enhancement 
amyotrophic lateral sclerosis, multiple sclerosis, ocular angiogenesis. cornea, , nJ ury macular 
degeneration, cornea, scarring. scleritis. abnormal wound heating, bums, auto-mmune 
disorders. Huntington's disease, diabetes. AIDS, cachexia, sepsis, sepfc shoe , — 
shock, conjunctivitis shock, gram negative sepsis, toxic shock syndrome^ cerebra ma^na 
cardiac and rena, reperfusion injury, thrombosis, glomerulonephritis, graft vs. host reaction^ 
allograft rejection, organ transplant toxicity, ulcerative colitis, or muscle degeneration ,n a 
mamma,, including a human, comprising an amount of a compound to formuia I. effective , 
treating such a condition and a pharmaceutical^ acceptable earner. 

Preferably, the compounds of the invention are useful for the treatment of rheumatcd 
arthritis, osteoarthritis, psoriasis, anergic dermatitis, asthma, chronic obstructive puimonary 
disease (COPD). hyperresponsiveness of the airway, septic shock 
irritable bowel disease. Crohn's disease, ulcerative colitis. atherosc,eros.s. growth and 
metastases of malignant cells, myoblasts leukemia, diabetes. Alzheimer s d,sease, 
meningitis, osteoporosis, burn injury, ischemic heart disease, stroke and varicose ve.ns. 

The present invention also provides a compound of formula (I), or a pharmaceut.ca.ly 
acceptable salt or solvate thereof, as hereinbefore defined for use in therapy. 

,n another aspect, the invention provides the use of a compound of formula (,). or a 
pharmaceutic^ acceptabie salt or solvate thereof, as hereinbefore defined in the 
manufacture of a medicament for use in therapy. 

The invention further provides a method of treating osteoarthnfs wh.ch comprises 
administering a therapeutically effective amount of a compound of formula (I) or a 
i pharmaceutical acceptable salt or solvate thereof, as hereinbefore defined to a patient. 

The invention further provides a method of effecting immunosuppress,on (e.g. .n the 
treatment of rheumatoid arthritis, irritab,e bowel disease, atherosclerosis or psoriasis) which 
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comprises administering a therapeutically effective amount of a compound of formula (I), or a- 
pharmaceutical^ acceptable salt or solvate thereof, as hereinbefore defined to a patient. 

The invention also provides a method of treating an obstructive airways disease (e.g. 
asthma or COPD) which comprises administering to a patient a therapeutically effective 
5 amount of a compound of formula (I), or a pharmaceutical^ acceptable salt or solvate thereof, 
as hereinbefore defined to a patient. 

The term "treating", as used herein, refers to reversing, alleviating, inhibiting the 
progress of, or preventing the disorder or condition to which such term applies, or one or more 
symptoms of such disorder or condition. The term "treatment", as used herein, refers to the act 
1 0 of treating, as "treating" is defined immediately above. 

The present invention also provides a pharmaceutical composition comprising a 
compound of formula (I), or a pharmaceutical^ acceptable salt or solvate thereof, as 
hereinbefore defined in association with a pharmaceutical^ acceptable adjuvant, diluent or 
carrier. 

15 The invention further provides a process for the preparation of a pharmaceutical 

composition of the invention which comprises mixing a compound of formula (I), or a 
pharmaceutical^ acceptable salt or solvate thereof, as hereinbefore defined with a 
pharmaceutically acceptable adjuvant, diluent or carrier. 

For the above-mentioned therapeutic uses the dosage administered will, of course, 

20 vary with the compound employed, the mode of administration, the treatment desired and the 
disorder indicated. The daily dosage of the compound of formula (l)/salt/solvate (active 
ingredient) may be in the range from 1 mg to 1 gram, preferably 1 mg to 250 mg, more 

preferably 10 mg to 100 mg. 

The present invention also encompasses sustained release compositions. 
25 The present invention also relates to processes of preparing the compounds of 

formula I and intermediates used in such processes. 

One embodiment of the processes of the invention relates to the preparation of 

compounds of formula 




30 wherein A, X, Y, Z, R 1 , R 2 and R 3 are as described above (including all embodiments 

and preferences of formula I described above); comprising reacting: 
a) a compound of formula 
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wherein X, Y, Z, R 1 and R 2 are as defined above; L is halo or anhydro, with a 
compound of the formula 

H 2 N-R 3 III 
wherein R 3 is as defined above; and a base; or 
b) a compound of the formula 




wherein X, Y, Z, R 1 and R 2 are as described above; with a compound of formula 

H 2 N-R 3 III 

10 wherein R 3 is as defined above; in the presence of a coupling reagent, a base and a 

solvent; or 

c) a compound of the formula 




V 



wherein X, Y, Z, R 1 and R 2 are as defined above; with a compound of the formula 

O 

II VI 
L^R 3 

wherein L 1 is a leaving group selected from the group consisting of chloro, fluoro, 
bromo, iodo or anhydro, and a base and a solvent. 

Another embodiment of the present invention are intermediates of the formula 
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wherein X, Y, Z, R 1 , R 2 and L are described as above (including ail embodiments and 
preferences for X, Y, Z, R 1 and R 2 described above). 

Another embodiment of the present invention are intermediates of the formula 



wherein X, Y, Z, R 1 and R 2 are as described above (including all embodiments and 
preferences for X, Y, Z, R 1 and R 2 described above). 

One of ordinary skill in the art will appreciate that the compounds of the invention are 
useful in treating a diverse array of diseases. One of ordinary skill in the art will also 
10 appreciate that when using the compounds of the invention in the treatment of a specific 
disease that the compounds of the invention may be . combined with various existing 
therapeutic agents used for that disease. 

For the treatment of rheumatoid arthritis, the compounds of the invention may be 
combined with agents such as TNF-a inhibitors such as anti-TNF monoclonal antibodies 
15 (such as Remicade, CDP-870 and D 2 E 7 ) and TNF receptor immunoglobulin molecules (such 
as Enbrel®), COX-2 inhibitors (such as meloxicam, celecoxib , rofecoxib, valdecoxib and 
etoricoxib) low dose methotrexate, iefunomide; ciclesonide; hydroxychloroquine, 
d-penicillamine, auranofin or parenteral or oral gold. 



20 invention together with a leukotriene biosynthesis inhibitor, 5-lipoxygenase (5-LO) inhibitor or 
5-lipoxygenase activating protein (FLAP) antagonist selected from the group consisting of 
zileuton; ABT-761; fenleuton; tepoxalin; Abbott-79175; Abbott-85761; A/-(5-substituted)- 
thiophene-2-aIkylsulfonamides; 2,6-di-terf-butylphenol hydrazones; methoxytetrahydropyrans 
such as Zeneca ZD-2138; the compound SB-210661; - pyridinyl-substituted 

25 2-cyanonaphthalene compounds such as L-739,010; 2-cyanoquinoline compounds such as 
L-746,530; indole and quinoline compounds such as MK-591, MK-886, and BAY x 1005. 



5 




V 



The present invention still further relates to the combination of a compound of the 
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The present invention s« further relates to me combination of a compound o me 
invention together wlto a receptor antagonists for leuKotrienes LTB. LTC. --OE. 
selected front toe group consishng of the phenotolazin-3-ones such . 
oompounds au* as CGS.25019c; benzoxalamlnes such as 

ablukast. montelukast, pranlukast, verlukast (MK-679), RG-12525, Ko 
(CGP 45715A), and BAY x 7195. 

The present invention still further relates to the combination of a compound of the 
invention together with a PDE4 inhibitor including inhibitors of the isoform PDE4D. 

The present invention still further relates to me combination of a compound of the 
mvention together with a antlhlstaminlc H, receptor antagonists including cetmzine. 
loratadine. desloratadine, fexofenadine, astemizole. — e. and ch,orphe„,ram,ne. 

The present invention still further relates to the combination of a compound of me 
invention together with a gastroproteotive H, receptor antagonist. 

The present Invention still further relates to toe combination of a compound of the 
invention together with an „,- and ^-adrenoceptor agonist vasoconstrictor s»m P a,bom»ne.,c 
agent. Including propylhexedrine, phenylephrine, ph^y.propano.amlne • P-"£££ 
naphazoime hydrochloride, oxymetazoline hydrochloride, tebahydrozohne hydrochlonde. 
xylometazoline hydrochloride, and ethylnoraplnephrin. hydrochloride. 

The present Invention sell further relates to the combination of a compound of toe 
invention together with anticoollnerg* agents todudlng ipratropium Ixomlde; tiotropium 
bromide; oxitroplum bromide; plrenzepine; and telenzepine. 

The present invention still further relates to toe combination of a compound of the 
Invendon together with a fc- to ^.-adrenoceptor agonists including metaprotereno.. 
Zolno leoprenaline. albuterot. eatoutomr,. tormoterol. salmeterol. terbutome. 
Z lllne bltoltero, mesylate, and plrbutero, or metoylxanthanlnes 
and amlnophylllne; sodium cromoglycate; or muscarinic receptor (M1. M2. and M3> 

antagonist. 

The present invention sti.l further relates to the combination of a compound of the 
) invention together with an insulin-like growth factor type I (IGF-1 ) mimefc. 

The present invention still further relates to the combination of a compound of the 
invention together with an inhaled glucocorticoid with reduced systemic side effects, .nc.ud.ng 
prednisone, prednisolone, fluniso.ide, triamcinolone acetonide, beclomethasone d.prop,onate, 
budesonide, fluticasone propionate, and mometasone furcate. 
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The present invention still further relates to the combination of a compound of the 
invention together with (a) tryptase inhibitors; (b) platelet activating factor (PAF) antagonists; 
(c) interleukin converting enzyme (ICE) inhibitors; (d) IMPDH inhibitors; (e) adhesion molecule 
inhibitors including VLA-4 antagonists; (0 cathepsins; (g) MAP kinase inhibitors; (h) glucose-6 
5 phosphate dehydrogenase inhibitors; (i) kinin-Bi - and B 2 -receptor antagonists; (j) anti-gout 
agents, e.g., colchicine; (k) xanthine oxidase inhibitors, e.g., allopurinol; (I) uricosuric agents, 
e.g., probenecid, sulfinpyrazone, and benzbromarone; (m) growth hormone secretagogues; 
(n) transforming growth factor (TGFP); (o) platelet-derived growth factor (PDGF); (p) fibroblast 
growth factor, e.g., basic fibroblast growth factor (bFGF); (q) granulocyte macrophage colony 

10 stimulating factor (GM-CSF); (r) capsaicin cream; (s) Tachykinin NK-i and NK 3 receptor 
antagonists selected from the group consisting of NKP-608C; SB-233412 (talnetant); and 
D-4418; and (t) elastase inhibitors selected from the group consisting of UT-77 and ZD-0892. 

The present invention still further relates to the combination of a compound of the 
invention together with an inhibitor of matrix metalloproteases (MMPs), i.e., the stromelysins, 

15 the collagenases, and the gelatinases, as well as aggrecanase; especially collagenase-1 
(MMP-1), colIagenase-2 (MMP-8), collagenase-3 (MMP-13), stromelysin-1 (MMP-3), 
stromeIysin-2 (MMP-10), and stromelysin-3 (MMP-1 1). 

The compounds of the invention can also be used in combination with existing 
therapeutic agents for the treatment of osteoarthritis. Suitable agents to be used in 

20 combination include standard non-steroidal anti-inflammatory agents (hereinafter NSAID's) 
such as piroxicam, diclofenac, propionic acids such as naproxen, flubiprofen, fenoprofen, 
ketoprofen and ibuprofen, fenamates such as mefenamic acid, indomethacin, sulindac, 
apazone, pyrazolones such as phenylbutazone, salicylates such as aspirin, COX-2 inhibitors 
such as celecoxib, valdecoxib, rofecoxib and etoricoxib, analgesics and intraarticular 

25 therapies such as corticosteroids and hyaluronic acids such as hyalgan and synvisc. 

The compounds of the present invention may also be used in combination with 
anticancer agents such as endostatin and angiostatin or cytotoxic drugs such as adriamycin, 
daunomycin, cis-platinum, etoposide, taxol, taxotere and farnesyl transferase inhibitors, VegF 
inhibitors, COX-2 inhibitors and antimetabolites such as methotrexate antineoplastic agents, 

30 especially antimitotic drugs including the vinca alkaloids such as vinblastine and vincristine;. 

The compounds of the invention may also be used in combination with antiviral 
agents such as Viracept, AZT, aciclovir and famciclovir, and antisepsis compounds such as 
Valant. 

The compounds of the present invention may also be used in combination with 
35 cardiovascular agents such as calcium channel blockers, lipid lowering agents such as 
statins, fibrates, beta-blockers, Ace inhibitors, Angiotensin-2 receptor antagonists and platelet 
aggregation inhibitors. 
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The compounds of the present invention may aiso be used in combination wrth CNS 
agents such as antidepressants (such as sertraiine), antiparkinsonian drugs (such as 
deprenyi. L-do P a, Requip. Mirapex, MAOB inhibitors such as seiegine and rasag.l.ne. comP 
inhibitors such as Tasmar, A-2 inhibitors, dopamine reuptake inhibftors, NMDA antagon,sts 
Nicotine agonists, Dopamine agonists and inhibitors of neurona. nitric oxide 
anti-Aizheimer-s drugs such as donepezil, tacrine. COX-2 inhibitors, propentofy.hne or 

metryfonate. ^ ^ .^.^ may glso be used in combina tion with 

osteoporosis agents such as roioxifene. dro.oxifene. iasofoxifene or fosomax and 
immunosuppressant agents such as FK-506. rapamycin. cyciosporine, azath,opnne, and 

methotrexate;. 

ngtailftd Desc ription of the Invention 
Compounds of the formu.a . may be prepared according to the foiiowing reaction 
schemes and discussion. Un.ess otherwise indicated A. X. Y. Z. n. q. s. t. and R through R 
and structura. formula . in the reaction schemes and discussion that foiiow are as defined 



above. 
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Scheme 2 
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Scheme 3 
NH 0 
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Scheme 5 
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Scheme 1 refers to the preparation of compounds of formula I. Compounds of 
formula I, wherein A is -(C=0)-NH, can be prepared from compounds of formula II, wherein 
L is a halo or an anhydride leaving group of the formula R-(C=0)-0- wherein R is opt,ona.ly 
substituted alkyl or aryl, by reaction with a compound of formula III 

H 2 N R 3 i" 

5 in the presence of a base. Suitable bases include an excess of compound of formula III as 
well as triethylamine, dimethylaminopyridine, sodium carbonate, pyridine, and Hun.gs base 
preferably triethylamine. The aforesaid reaction may be performed neat or in the presence of 
a solvent. Suitable solvents include methylene chloride, tetrahydrofuran, and toluene, 

1 0 preferably methylene chloride. 

Alternatively, compounds of formula I, wherein A is -C=ONH, can be prepared from 
compounds of formula IV, by reaction with a compound of formula 111 in the presence of a 
coupling reagent, such as l-[3-(dim e thylamino) P ropyl]-3-ethylcarbodiimide (EDC) or 
dicyclohexy. carbodiimide (DCC) and hydroxybenzotriazo.e hydrate (HOBt), and a base, such 
15 as diisopropylethylamine (DIEA) or triethylamine, in an aprotic solvent, such as methylene 
chloride. Suitable solvents include methylene chloride and dimethyl formamide, preferab y 
methylene chloride. The aforesaid reaction may be run at a temperature from about 0 C to 
about 50°C, for a period from about 1 hour to about 16 hours (as illustrated in Comprehens.ve 
o ^ni. reformation . R.C. Larock, VCH Publisher, Inc. (1989) pp. 972-976). 
20 Compounds of formula I, wherein A is -NH-(C=0)-, may be prepared from 

compounds of formula V by reaction with a compound of the formula VI 

O 

VI 



25 



30 



R 3 



35 



wherein V is a leaving group such as chloro. fluoro, bromo, iodo or an anhydride leaving 
group of the formula R-(C=0)-0-, wherein R is optionally substituted alkyl or aryl. The 
aforesaid reaction may be conducted in the presence of a suitable base. Suitab.e bases 
include an excess of compound of formula V as well as triethylamine. dimethylaminopynd.ne. 
sodium carbonate, pyridine, and Hunigs base, preferably triethylamine. The aforesa.d 
reaction may be performed neat or in the presence of a solvent at a temperature from about 
0°C to about 50°C. for a period from about 10 minutes to about 16 hours. Suitable solvents 
include methylene chloride, tetrahydrofuran. and toluene, preferably methylene chloride. 

Compounds of formula II and IV can be made according to the methods of Scheme 2. 

Compounds of formula V can be made according to the methods of Scheme 3. 

Scheme 2 refers to the preparation of compounds of formulae IV and II. wherein L .s 
a leaving group and R 1 is nitrogen linked (C-C^heterocyclyl. Compounds of formulae II and 
IV can be converted into compounds of formula I according to the methods of Scheme 1 . 
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Referring to Scheme 2, a compound of the formula IV can be prepared from a 
compound of the formula II, wherein L is a leaving group such as a methyl or ethyl ester, by 
reaction with a saponification reagent such as with an aqueous base, such as sodium 
hydroxide in an alcoholic solvent such as methanol, ethanol or tert-butanol. The aforesaid 
reaction may be run at a temperature from about 0°C to about 100°C, for a period from about 
1 hour to about 24 hours. When L is a leaving group such as tert.-butyl ester, a compound of 
the formula IV can be prepared by the reaction of a compound of formula II with an acid such 
as hydrochloric acid in a solvent such as dioxane at a temperature between 25°C to about 
80°C, for a period from about 10 minutes to about 6 hours. 

A compound of the formula II, wherein L is a leaving group such as alkoxy, and R is 
nitrogen linked (Ci-C 10 )heterocyclyl, can be prepared from a compound of the formula VII by 
reaction with a compound of the formula 

O 



wherein d is 1 to 8 and wherein any of said -CH 2 - groups may be optionally substituted by one 
or two R 9 substituents, and wherein any of said -CH 2 - groups may optionally be replaced with 
a heteroatom selected from -O-, -S(0) n -, or-NR 10 - wherein n is an integer from zero to 2; or 
any single bond between any two CH 2 groups may optionally be a double bond; W is >C=0 or 
>S0 2 ; and each L 2 is independently hydrogen, (d-C 6 )alkyl or halo; under reductive amination 
conditions. The reductive amination is typically carried out with a reducing agent, such as 
sodium cyanoborohydride or sodium triacetoxyborohydride, preferably at a pH of between 6 
and 8. The reaction is normally performed in a protic solvent, such as methanol or ethanol, or 
in a mixture of solvents, such as.dichloroethane/methanol, at temperature of about -78°C to 
about 40°C for a period from about 1hour to about 24 hours. (See A. Abdel-Magid, C. 
Maryanoff, K. Carson, Tetrahedron Lett. . Vol. 34, Issue 31, 5595-98, 1990). Other conditions 
involve the use of titanium isopropoxide and sodium cyanoborohydride (R.J.Mattson et al., 
J.Orq.Chem.. 1990, 55, 2552-4) or involve the formation of the imine under dehydrating 
conditions followed by reduction (Comprehensive Organic Transformation . R.C. Larock, VCH 
Publisher, Inc (1989) pp. 421-425). 

Alternatively, a compound of the formula II, wherein L is a leaving group such as 
alkoxy, and R 1 is (C^C^heterocyclyl wherein the bridgehead atom is nitrogen, can be 
prepared from the diazonium intermediate derived from a compound of the formula VII. The 
diazonium intermediate is prepared by reaction of a compound of the formula VII with an acid 
such as hydrochloric acid followed by treatment with sodium nitrite in a solvent such as glacial 
acetic acid at a temperature from about 0°C to about 30°C, and the reaction is generally run . 
for a period of about 30 min to about 3 hours. The compound of the formula II is prepared by 
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an oxo group or a he.eroa.om ee.ee.ed from * • « •« douWe 

-r '-its .tirT-TSSSr-S i * — - 

. «n»r. and the reaction is generally run (or a penoo 

from ahou. 0°C .0 abou. .20 C. and to, jjs^chani.1983. 26, 96-100). 
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or (C 6 -C 10 )aryl, in the presence of an acid (a so called Fischer esterification) or a coupling 
reagent, such as 1-[3-(dimethylamino)propyl]-3-ethy!carbodiimide (EDC) or dicyclohexyi 
carbodiimide (DCC) and hydroxybenzotriazole hydrate (HOBt), and a base, such as 
diisopropylethylamine (DIEA) or triethylamine, in an aprotic solvent, such as methylene 
5 chloride. Suitable solvents include methylene chloride and dimethyl formamide, preferably 
methylene chloride. The aforesaid reaction may be run at a temperature from about 0°C to 
about 50°C, for a period from about 1 hour to about 16 hours (as illustrated in Comprehensive 
Organic Transformation . R.C. Larock, VCH Publisher, Inc. (1989) pp. 972-976). 

Compounds of the formulae VIII, IX, X and XI are commercially available or can be 

10 made by methods well known to those of ordinary skill in the art. 

Scheme 3 refers to the preparation of the compounds of formula V which are 
intermediates useful in the preparation of compound of formula I, in Scheme 1. Referring to 
Scheme 3, a compound of formula V is prepared by reduction of a compound of the formula 
XII. Reduction may be effected with hydrogen gas (H 2 ), using catalysts such as palladium on 

15 carbon (Pd/C), palladium on barium sulfate (Pd/BaS0 4 ), platinum on carbon (Pt/C), or 
tris(triphenylphosphine) rhodium chloride (Wilkinson's catalyst), in an appropriate solvent such 
as methanol, ethanol, THF, dioxane or ethyl acetate, at a pressure from about 1 to about 5 
atmospheres and a temperature from about 10°C to about 60°C, as described in Catalytic 
Hvdroaenation in Organic Synthesis , Paul Rylander, Academic Press Inc., San Diego, 31-63 

20 (1979). The following conditions are preferred: Pd on carbon, methanol at 25°C and 50 psi of 

hydrogen gas pressure. 

An alternative procedure employing the use of reagents such as ammonium formate 
and Pd/C in methanol at the reflux temperature under an inert atmosphere (ag,, nitrogen or 

argon gas) is also effective. 

25 Another alternative reduction procedure, for use when R 1 contains a group incompatible 

with the above hydrogenation conditions (e.g., an olefin or halide group), is a dissolving metal 
reduction wherein the compound of formula XII is treated with a metal, such as zinc, tin or iron, 
in the presence of an acid such as hydrochloric or sulfuric acid. The aforesaid reaction may be 
run at a temperature from about 0°C to about 100°C, for a period from about 1 hour to about 

30 16 hours. 

Compounds of the formula XII can be prepared from compounds of formula XIII by 
reaction with reagents of the formulae VIII, IX and X as described previously in Scheme 2 for 
the conversion of a compound of formula VII to II. 

The starting materials of the formula XIII are either commercially available or known in 

35 the art. 

Scheme 4 refers to alternate preparations of compounds of formula I. 
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Referring to Scheme 4, compounds of the formula 1. wherein R 1 is a nitrogen linked 
(C^heterocyclyl, can be prepared by an ary. palladium coupling reaction. Aryl palladium 
coupling reactions are well known to those skilled in the art. One well known couphng 
method, so called Buchwald and Hartwig conditions, involves the coupling of a compound of 
formula XIV, wherein L 2 is C, Br, . or inflate (TfO), with a compound of the —R-H 
wherein H is a hydrogen on a nitrogen ring atom, in the presence of a palladium (0 ) ca^s 
and a base. Palladium (0) catalysts include tris(dibenzy.idene acetone)d,pallad um(O) 
(Pd 2 (dba)3). di(dibenzylidene acetone) palladium(O) (Pd(dba) 2 ), palladium acetate (Pd(OAc) 2 . 
and a suitable ligand, such as a triary. phosphine ligand, tri(^)phosph,ne 
, 1 V- bis(di P henyl P hosphany.)ferrocene (DPPF), 2,2'-bi S (dipheny.pho S phany.)-1,r-binaphthy. 
(BINAP) or PHANEPHOS, preferably tri(ort/70-tolyl)phosphine. Suitable bases include 
K 2 CO, K 2 P0 4 , CsC0 3 . LiN(TMS) 2 or an a.koxide base such as sodium methoxide, sodium 
ethoxide, potassium f-butoxide, preferably sodium tert-outoxide. Suitable solvents .elude 
toluene or an ethereal solvent, preferably dioxane. The aforesaid reaction may be run at a 
5 temperature of about 40°C to 1 1 0°C for about 1 to 48 hours. Such conditions are reviewed ,n 
Angew. Chen, int. Ed. Engl 1998, 37, 2046-2067 and are well known to those of ordinary 
ski« in the art. Preferred Buchwald conditions use palladium acetate (Pd(OAc) 2 ) or palladium 
tetra-triphenylphosphine (Pd(PPh,) 4 ) as the source of the palladium. Suitable solvents 
include THF, toluene or ethereal solvents. The aforesaid reaction may be run at a 
0 temperature of about 25°C to 110°C for about 1 to 4 hours, preferably 2 hours. N,cke. 
catalysts, such as Ni(cod) (nickel 1 ,5-cyclooctadiene), are also well known. 

Alternatively, compounds of formula I, can be prepared according to a so ca led 
Ullmann reaction by reaction of a compound of the formula X.V, wherein L is a halide. with a 
compound of the formula R 1 -H, wherein H is a hydrogen on a nitrogen ring atom ,n the 
>5 presence of a suitable base and a suitable catalyst. Suitable bases include alkali metal 
" carbonates or hydroxide bases, preferably potassium carbonate. Suitable catalyst include 
copper (0) catalyst, preferably finely powdered copper bronze. Suitable solvente or he 
aforesaid reaction include neat or polar aprotic solvents, such as dimethylformam.de (DMF), 
N N dimethylacetamide or N-methylpyrrolidinone (NMP). The aforesaid reaction may be run 
30 at a temperature between about 80°C and 180°C for about 6 to 24 hours. 

Alternatively, coupling can be carried out by a so called Suzuki coupling reaction of 
said compound of formula XIV. wherein L 2 is borate or boronic acid, with an R 1 -H. wherein H 
is a hydrogen on a nitrogen ring atom, a catalyst, a base and a dehydrating agent. Suitable 
borates include (HO) 2 B, 9-BBN, and alkylboranes. Suitable catalysts include copper or 
35 palladium (such as palladium acetate (Pd(OAc) 2 ), palladium triphenylphosphine or 
Pd(d PP f)CI 2 ). preferably copper (II) acetate. Suitable dehydrating agents include 4 angstrom 
molecular sieves. Suitable bases include tertiary amine bases, such as triethylam.ne or 
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pyridine, Na 2 C0 3 , sodium ethoxide, and K 3 P0 4 . Suitable solvents include methylene chloride, 
dimethyl sulfoxide (DMSO) or tetrahydrofuran (THF). The aforesaid reaction is typically 
performed under an atmosphere of oxygen gas at a temperature of about 10°C to 50°C, 
preferably about 23°C for about 6 to 72 hours. Palladium-catalyzed boronic acid couplings are 
5 described in Miyaura, N., Yanagi, T., Suzuki, A. Svn. Comm . 1981, 11, 7, p. 513. 

Alternatively, compounds of formula I can also be prepared from compounds of 
formula XV or XVI via intermediates of the formula II and XII. The intermediates of the 
formula II and XII can be converted to compounds of formula I according to the methods of 
Schemes 1 and 3 respectively. The compounds of formulae II and XII can be prepared from 
10 compounds of the formulae XV and XVI, respectively, by coupling reactions analogous to 
those described above for the conversion of compounds of formula XIV to formula I. 

Compounds of formula XIV can be prepared from compounds of formula XV or XVI 
by methods analogous to the conversion of compounds of formula II to I and XII to I. 

Compounds of the formula XV and XVI are commercially available or can be made by 
15 methods well known to those skilled in the art. 

Scheme 5 refers to an alternate preparation of compounds of formula I. Referring to 
Scheme 5, a compound of formula I is prepared from a compound of formula XVII by 
reduction with tin in the presence of an acid such as hydrochloric acid followed by a so called 
Sandmeyer reaction wherein a diazonium intermediate is prepared by treatment with sodium 
20 nitrite followed by cuprous halide quench such as cuprous chloride or cuprous bromide. 
Suitable solvents include alcohols such as methanol and ethanol. The aforesaid reaction is 
conducted at a temperature from about -20°C to about 0°C, and the reaction is generally run 

for a period of about 1 to 48 hours. 

The compound of formula XVII, wherein R 1 is a standard transformable group, such a 

25 -NH 2 , or a heterocycle can be prepared from a compound of the formula XVIII by reaction with 
a nucleophile according to standard chemical methods well known to those skilled in the art. 
Methods for nucleophilic aromatic substitution are reviewed in Belfield et a/., Tetrahedron. 55, 
11399-11428 (1999) and in March, Advanced Organic Chemistry . 641-676 (John Wiley & 
Sons, Inc., Fourth Edition, 1992). 

30 Other compounds of formula XVII, wherein R 1 is a nitrogen linked 

(Ci-CioJheterocyclyl containing one to six heteroatoms independently selected from -N= -N<, 
-NH-, -O- and -S(0) n -; wherein said nitrogen linked (Ct-C^heterocyclyl is substituted by at 
least one oxo substituent; wherein said nitrogen linked (d-C^heterocyclyl may also 
optionally be substituted on any carbon atom able to support an additional substituent, by one 

35 to three R 9 substituents per ring, each R 9 is independently selected from the group consisting 
of hydrogen, halo, hydroxy, amino, -CN, (Ci-C 4 )alkyl, (d-C 4 )alkoxy, H0 2 C-, R 4 R 5 N(0 2 S)-, 
(C r C 4 )alkyl-(0 2 S)-NH-, (Ci-C 4 )alkyl-0 2 S-[(C 1 -C 4 )alkyl-N]-, R 4 R 5 N(0=C)-, (C 1 -C 4 )alkyl-NH-, 
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[(CVC^alkylk-N-, R 4 R 5 N(CH 2 ) r , (Ce-C^aryl, (C 3 -C 8 )cycloalkyl. (CrC^heteroaryl. 
(C.-C^heterocyclyl. (Ce-C 10 )aryl-O-, (C^^doalkyl-O-, (C^heteroaryl-O- and 
(C r C 10 )heterocyclyl-O-; wherein said (C^ojheterocyclyl may also optionally be substrtuted 
on any ring nitrogen atom able to support an additional substituent by one to two R 
substituents per ring, each R 10 is independently selected from the group cons.st.ng of 
hydrogen, (C^alkyl, (C-C^alkyl-^O)-, (Ce-C^aryl, (C 3 -C 8 )cycloalkyl, ( Cl -C n o)heteroaryl 
and (C.-C^heterocyclyl; wherein each of the aforesaid (C 6 -C 10 )aryl, (C3-C 8 )cyclo a |kyl, 
(C^ojheteroary. and (C.-C^heterocycly. anywhere on said R 9 and R 10 group members or 
substituents may optionally be substituted by one to three moieties per ring, independently 
selected from the group consisting of halo, hydroxy, amino, -CN, (C^alkyt, (C^alkoxy, 
-CF 3 CF 3 0- ( Cl -C 4 )a1kyl-NH-. [(CrC 4 )alkyl] 2 -N-, (C^alkyl-S-, (C n -C 4 )alkyl-(S=0)-, 
(C^alkyHSO,)-, -(C^alkyl-O-^O)-, formy., and (C^alkyl-^O)-, can be prepared 
by standard conversion methods from compounds of formula XVII, wherein R is a standard 
transformable group. 

Compounds of formula XVIII are commercially available or can be made by methods 

known to those skilled in the art. 

Alternatively, compounds of formula I and II can be prepared from compounds of 
formula XX by analogous Sandmeyer methods as described above. 

Compounds of formula XX can be prepared from compounds of formula XXI by 
methods analogous to the conversion of compounds of formula XV.II to XVII described above. 

Compounds of formula XXI are commercially available or can be made by methods 

well known to those skilled in the art. 

The compounds of the formula I which are basic in nature are capable of forming a 
wide variety of different salts with various inorganic and organic acids. Although such salts 
must be pharmaceutical acceptable for administration to animals, it is often des.rable .n 
practice to initially isolate a compound of the formula . from the reaction mixture as a 
pharmaceutical^ unacceptable sa«t and then simply convert the latter back to the free base 
compound by treatment with an alkaline reagent, and subsequently convert the free base to a 
pharmaceutical acceptable acid addition salt. The acid addition salts of the base 
compounds of this invention are readily prepared by treating the base compound w.th a 
substantially equivalent amount of the chosen minera. or organic acid in an aqueous solvent 
medium or in a suitable organic solvent such as methanol or ethanol. Upon careful 
evaporation of the solvent, the desired solid salt is obtained. 

The acids which are used to prepare the pharmaceutical^ acceptable acid addition 
salts of the base compounds of this invention are those which form non-toxic acid addition 
salts, i.e., salts containing pharmacologically acceptable anions, such as chloride, brom.de, 
iodide, nitrate, sulfate or bisulfate, phosphate or acid phosphate, acetate, lactate, citrate or 
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acid citrate, tartrate or bitartrate, succinate, maleate, fumarate, gluconate, saccharate, 
benzoate, methanesulfonate and pamoate [i.e., 1 t 1'-methylene-bis-(2-hydroxy-3-naphthoate)] 
salts. 

Those compounds of the formula I which are also acidic in nature, e.g., where R 4 
5 includes a 6-azauracil or barbituric acid moiety, are capable of forming base salts with various 
pharmacologically acceptable cations. Examples of such salts include the alkali metal or 
alkaline-earth metal salts and particularly, the sodium and potassium salts. These salts are 
all prepared by conventional techniques. The chemical bases which are used as reagents to 
prepare the pharmaceutical^ acceptable base salts of this invention are those which form 

10 non-toxic base salts with the herein described acidic compounds of formula I. These non- 
toxic base salts include those derived from such pharmacologically acceptable cations as 
sodium, potassium, calcium and magnesium, etc. These salts can easily be prepared by 
treating the corresponding acidic compounds with an aqueous solution containing the desired 
pharmacologically acceptable cations, and then evaporating the resulting solution to dryness, 

15 preferably under reduced pressure. Alternatively, they may also be prepared by mixing lower 
alkanolic solutions of the acidic compounds and the desired alkali metal alkoxide together, 
and then evaporating the resulting solution to dryness in the same manner as before. In 
either case, stoichiometric quantities of reagents are preferably employed in order to ensure 
completeness of reaction and maximum product yields. 

20 The activity of the compounds of the invention for the various disorders described 

above can be determined according to one or more of the following assays. All of the 
compounds of the invention, that were tested, had an IC50 of less than 1 juM in the in vitro 
assay described below. 

PHARMACOLOGICAL ANALYSIS 

25 Certain compounds such as benzoylbenzoyi adenosine triphosphate (bbATP) are 

known to be agonists of the P2X 7 receptor, effecting the formation of pores in the plasma 
membrane (Drug Development Research (1996), 37(3) . p. 126). Consequently, when the 
receptor is activated using bbATP in the presence of ethidium bromide (a fluorescent DNA 
probe), an increase in the fluorescence of intracellular DNA-bound ethidium bromide is 

30 observed. Alternatively, the propidium dye YOPRO-1 can be substituted for ethidium bromide 
so as to detect uptake of the dye. The increase in fluorescence can be used as a measure of 
P2X 7 receptor activation and therefore to quantify the effect of a compound on the P2X 7 
receptor. 

In this manner, the compounds of the invention can be tested for antagonist activity at 
35 the P2X 7 receptor. 96-Well flat bottomed microtitre plates are filled with 250 pi of test solution 
comprising 200 pi of a suspension of THP-1 cells (2.5 x 10 6 cells/ml, more preferably 
prestimulated as described in the literature with a combination of LPS and TNF to promote 
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receptor expression) containing 10"^ ethidium bromide, 25 pi of a high potassium, low 
sodium buffer solution (10mM Hepes, 150 mM KCI, 5 mM D-glucose and 1.0% FBS at pH 
7.5) containing 10" 5 M bbATM, and 25 pi of the high potassium buffer solution containing 3 x 
10"^ test compound (more preferably 5 x lO^M, more preferably 1 x lO^M.more preferably 1 
5 x 10" 3 M). The plate is covered with a plastic sheet and incubated at 37'C for one hour. The 
plate is then read in a Perkin-Elmer fluorescent plate reader, excitation 520 nm, emission 595 
nm, slit widths: Ex 15 nm, Em 20 nm. For the purposes of comparison, bbATP (a P2X 7 
receptor agonist) and pyridoxal 5-phosphate (a P2X 7 receptor antagonist) can be used 
separately in the test as controls. From the readings obtained, a pIC*, figure can be 
0 calculated for each test compound, this figure being the negative logarithm of the 
concentration of test compound necessary to reduce the bbATP agonist activity by 50%. 

In like manner, the compounds of the invention can be tested for antagonist activity at 
the P2X 7 receptor using the cytokine IL-1 p as the readout. Blood collected from normal 
volunteers in the presence of heparin is fractionated using lymphocyte separation medium 
15 obtained from Organon Technica (Westchester, PA). The region of the resulting gradient 
containing banded mononuclear cells is harvested, diluted with 10 ml of Maintenance Medium 
(RPMI 1640, 5% FBS, 25 mM Hepes, pH 7.2, 1% penicillin/streptomycin), and cells are 
collected by centrifugation. The resulting cell pellet was suspended in 1 0 ml of Maintenance 
Medium and a cell count was performed. In an average experiment, 2 x 10 5 mononuclear 
20 cells are seeded into each well of 96-well plates in a total volume of 0.1 ml. Monocytes are 
allowed to adhere for 2 hours, after which the supernatants are discarded and the attached 
cells are rinsed twice and then incubated in Maintenance Medium overnight at 37°C in a 5% 
CO2 environment. 

The cultured monocytes can be activated with 10 ng/ml LPS (E. coli serotype 055.B5; 
Sigma Chemicals. St. Louis. MO). Following a 2-hour incubation, the activation medium is 
removed, the cells are rinsed twice with 0.1 ml of Chase Medium (RPMI 1640. 1% FBS, 20 
mM Hepes. 5 mM NaHC0 3 . pH 6.9). and then 0.1 ml of Chase Medium containing a test 
agent is added and the plate is incubated for 30 minutes; each test agent concentration can 
be evaluated in triplicate wells. ATP then is introduced (from a 1 00 mM stock solution. pH 7) 
30 to achieve a final concentration of 2 mM and the plate is incubated at 37°C for an additional 3 
hours. Media were harvested and clarified by centrifugation. and their IL-1p content was 
determined by ELISA (R&D Systems; Minneapolis. MN). 

The compositions of the present invention may be formulated in a conventional 
manner using one or more pharmaceutical^ acceptable carriers. Thus, the active 
35 compounds of the invention may be formulated for oral, buccal, intranasal, parenteral (e.g., 
intravenous, intramuscular or subcutaneous), topical or rectal administration or in . a form 
suitable for administration by inhalation or insufflation. 



25 
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For oral administration, the pharmaceutical compositions may take the form of, for 
example, tablets or capsules prepared by conventional means with pharmaceutical^ 
acceptable excipients such as binding agents (e.g., pregelatinized maize starch, 
polyvinylpyrrolidone or hydroxypropyl methylcellulose); fillers (e.g., lactose, microcrystalline 
5 cellulose or calcium phosphate); lubricants (e.g., magnesium stearate, talc or silica); 
disintegrants (e.g., potato starch or sodium starch glycolate); or wetting agents (e.g., sodium 
lauryl sulphate). The tablets may be coated by methods well known in the art. Liquid 
preparations for oral administration may take the form of, for example, solutions, syrups or 
suspensions, or they may be presented as a dry product for constitution with water or other 
10 suitable vehicle before use. Such liquid preparations may be prepared by conventional 
means with pharmaceutical^ acceptable additives such as suspending agents (e.g., sorbitol 
syrup, methyl cellulose or hydrogenated edible fats); emulsifying agents (e.g., lecithin or 
acacia); non-aqueous vehicles (e.g., almond oil, oily esters or ethyl alcohol); and 
preservatives (e.g., methyl or propyl p-hydroxybenzoates or sorbic acid). 
15 For buccal administration, the composition may take the form of tablets or lozenges 

formulated in conventional manner. 

The compounds of formula I can also be formulated for sustained delivery according 
to methods well known to those of ordinary skill in the art. Examples of such formulations can 
be found in United States Patents 3,538,214, 4,060,598, 4,173,626, 3,119,742, and 
20 3,492,397, which are herein incorporated by reference in their entirety. 

The active compounds of the invention may be formulated for parenteral 
administration by injection, including using conventional catheterization techniques or 
infusion. Formulations for injection may be presented in unit dosage form, e.g., in ampules or 
in multi-dose containers, with an added preservative. The compositions may take such forms 
25 as suspensions, solutions or emulsions in oily or aqueous vehicles, and may contain 
formulating agents such as suspending, stabilizing and/or dispersing agents. Alternatively, 
the active ingredient may be in powder form for reconstitution with a suitable vehicle, e.g., 
sterile pyrogen-free water, before use. 

The active compounds of the invention may also be formulated in rectal compositions 
30 such as suppositories or retention enemas, e.g., containing conventional suppository bases 
such as cocoa butter or other glycerides. 

For intranasal administration or administration by inhalation, the active compounds of 
the invention are conveniently delivered in the form of a solution, dry powder formulation or 
suspension from a pump spray container that is squeezed or pumped by the patient or as an 
35 aerosol spray presentation from a pressurized container or a nebulizer, with the use of a 
suitable propellant, e.g., dichlorodifluoromethane, trichlorofluoromethane, . 
dichlorotetrafluoroethane, heptafluoroalkanes, carbon dioxide or other suitable gas. In the 
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case of a pressurized aerosol, the dosage unit may be determined by providing a valve to 
deliver a metered amount. The pressurized container or nebulizer may contain a solution or 
suspension of the active compound. Capsules and cartridges (made, for example, from 
gelatin) for use in an inhaler or insufflator may be formulated containing a powder mix of a 
5 compound of the invention and a suitable powder base such as lactose or starch. 

A proposed dose of the active compounds of the invention for oral, parenteral or 
buccal administration to the average adult human for the treatment of the conditions referred 
to above (inflammation) is 0.1 to 200 mg of the active ingredient per unit dose which could be 
administered, for example, 1 to 4 times per day. 
10 The compound of formula (I) and pharmaceutically acceptable salts and solvates 

thereof may be used on their own but will generally be administered in the form of a 
pharmaceutical composition in which the formula (I) compound/salt/solvate (active ingredient) 
is in association with a pharmaceutically acceptable adjuvant, diluent or carrier. Depending 
on the mode of administration, the pharmaceutical composition will preferably comprise from 
15 0.05 to 99% w (per cent by weight), more prefe-ably from 0.1 0 to 70% w, of active ingredient, 
and, from 1 to 99.95% w, more preferably from 30 to 99.90% w, of a pharmaceutically 
acceptable adjuvant, diluent or carrier, all percentages by weight being based on total 
composition. 

Aerosol formulations for treatment of the conditions referred to above in the average 
20 adult human are preferably arranged so that each metered dose or "pur of aerosol contains 
20ug to 1000ng of the compound of the invention. The overall daily dose with an aerosol will 
be within the range 100ug to 10 mg. Administration may be several times daily, for example 
2, 3, 4 or 8 times, giving for example, 1 , 2 or 3 doses each time. 

Aerosol combination formulations for treatment of the conditions referred to above 
25 (e.g., adult respiratory distress syndrome) in the average adult human are preferably 
arranged so that each metered dose or "puff' of aerosol contains from about 1 ^g to 1000 ng 
of the compound of the invention. The overall daily dose with an aerosol will be within the 
range 100 pg to 10 mg. Administration may be several times daily, for example 2, 3, 4 or 8 
times, giving for example, 1 , 2 or 3 doses each time. 
30 Aerosol formulations for treatment of the conditions referred to above (e.g., adult 

respiratory distress syndrome) in the average adult human are preferably arranged so that 
■ each metered dose or "puff of aerosol contains from about 20 pg to 1000 ng of the 
compound of the invention. The overall daily dose with an aerosol will be within the range 
100 W to 10 mg of the p38 kinase inhibitor. Administration may be several times daily, for 
35 example 2, 3, 4 or 8 times, giving for example, 1 , 2 or 3 doses each time. 

This invention also encompasses pharmaceutical compositions containing and 
methods of treating or preventing comprising administering prodrugs of compounds of the 
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formula I. Compounds of formula I having free amino, amido, hydroxy or carboxyiic groups can 
be converted into prodrugs. Prodrugs include compounds wherein an amino acid residue, or a 
polypeptide chain of two or more (e.g., two, three or four) amino acid residues which are 
covalently joined through peptide bonds to free amino, hydroxy or carboxyiic acid groups of 
5 compounds of formula I. The amino acid residues include the 20 naturally occurring amino 
acids commonly designated by three letter symbols and also include, 4-hydroxyproline, 
hydroxylysine, demosine, isodemosine, 3-methylhistidine, norvalin, beta-alanine, gamma- 
aminobutyric acid, citrulline homocysteine, homoserine, ornithine and methionine sulfone. 
Prodrugs also include compounds wherein carbonates, carbamates, amides and alkyl esters 
1 0 which are covalently bonded to the above substituents of formula I through the carbonyl carbon 
prodrug sidechain. 

The following Examples illustrate the preparation of the compounds of the present 
invention.. Melting points are uncorrected. NMR data are reported in parts per million (d) and 
are referenced to the deuterium lock signal from the sample solvent (deuteriochloroform 

15 unless otherwise specified). Mass Spectral data were obtained using a Micromass ZMD 
APCI Mass Spectrometer equipped with a Gilson gradient high performance liquid 
chromatograph. The following solvents and gradients were used for the analysis. Solvent A; 
98% water/2% acetonirile/0.01% formic acid and solvent B; acetonitrile containing 0.005% 
formic acid. Typically, a gradient was run over a period of about 4 minutes starting at 95% 

20 solvent A and ending with 100% solvent B. The mass spectrum of the major eluting 
component was then obtained in positive or negative ion mode scanning a molecular weight 
range from 165 AMU to 1100 AMU. Specific rotations were measured at room temperature 
using the sodium D line (589 nm). Commercial reagents were utilized without further 
purification. THF refers to tetrahydrofuran. DMF refers to N.N-dimethylformamide. 

25 Chromatography refers to column chromatography performed using 32-63 mm silica gel and 
executed under nitrogen pressure (flash chromatography) conditions. Room or ambient 
temperature refers to 20-25°C. All non-aqueous reactions were run under a nitrogen 
atmosphere for convenience and to maximize yields. Concentration at reduced pressure 
means that a rotary evaporator was used. 
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One of ordinary sk.1 in the art will appreciate .hat in soma cases protecting groups 
may pa required during prepared. After ft. farge. molecuie * n-ada. una P~ ^up 
can .a ralad hy meftods wal, Known to .hose a, ordinary - infhe art such - ~ 
,„ Greene and Wuis. -Protect Groups in Organic Synthesis" (2- Ed, John W„ey t Sana 

1991). 

EXAMPLE 1 

~ rhl — * fa jfcdj 4J^jh ydro^H1 i -/ntri aZ in.?.>m-N.(?-PthYl.h e x Y l)- 

benzamide 



10 



15 



20 



25 




r.arhox ylic acid 



O^N-^O 

To a mechanic* sflrred so,u,»n of 5-r™no-2-chioro*enzoic acid metoy, astar^o 
g 269 mmol) in glaoial acatic aoid (100 ml) was added 12 N hydrochlonc acd (7.5 ml) After 
I mles a! room to^atore the reaofion mMure was «*d to 10-C and a so«oo 
NaNOz in water (6 ml) was added dropwiaa a. a rate fha. Kept the reaoUon temperature 
^ „ 10° and U During M «me i, was ohse^ed fha. me region wen. ^ v*+* 
SToln. After s«rrtng for 30 minutes a. 10°C sodium achate ,5.4 „ foilowed oy 
( l!,r y cart,ony,amino^rop to n,hOarham fc add afhyl estor (7.2 g, were added a 
-oa. After sdrring for 20 m,nu.ea a. ,« ^ 1 - a . ro m^ 
additional 2 2 g of sodium acetate was added. After st.rr.ng at renux to 

:! cooled (o room .e.pera.ure and 50% egueous sulfurtc add (29 ml) was adde* 
After stirrtng ma rasuUing mbdure a. reftux for 2 hours are mfcftrre was cooied to » 
temperate, diluted wi.h waler ,135 ml) end «ered. The precipifafe was washed w,,h w*e 
and dded under vacuum. The orude solid was recrystallized from iaopropyi aftrar to gwe 3.8 g 
46%) o, me fftie intermadiato aa an orange solid. Mess spec (M-1, 3:1 ra.ro o, 310. a d 

312,; 'H nmr ,500 MHz, CD.OD, 5 7.64 ,d, J = 8.9 Hz, 1H). 7.75 <d, J = 8.8 Hz. 1H). 8.14 ,d, 
J = 2.6 Hz, 1H). 
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B: 2-Chloro-5-(3.5-dioxo-4 t 5-dihvdro-3H-n < 2.41triazin-2-vl>-benzoic acid 

^OH 




H 

A suspension of 2-(3-carboxy-4-chloro-phenyl)-3,5-dioxo-2 l 3,4,5-tetrahydro-[1 ,2,4] 
triazine-6-carboxylic acid (3.4 g) in mercaptoacetic acid (2 ml) was stirred at 175°C. After 20 
5 h the resulting solution was cooled to room temperature during which time a precipitate 
formed. The mixture was dumped into ice-water, stirred for 30 minutes and filtered to give a 
yellow solid. The solid was dried under vacuum for 24 hours to give 2.1 g of the title 
intermediate. Mass spectrum [M-1] 3:1 ratio of 266.1 and 268.1; 1 H nmr (500 MHz, CD 3 OD) 5 
7.58 (s, 1H), 7.60 (d, J = 8.8 Hz, 1H), 7.72 (dd, J = 2.6 and 8.8 Hz), 8.09 (d, J = 2.6 Hz). 
10 C: 2-Chloro-5-(3.5-dioxo-4.5-dihvdro-3H-f1.2.4ltriazin-2-vn-benzovl chloride 




H 

A mixture of 2-chloro-5-(3,5-dioxo-4,5-dihydro-3H-[1,2,4]triazin-2-yl)-benzoic acid (50 
mg) in thionyl chloride (1 ml) was stirred at reflux for 1 hour. The mixture was concentrated 
under vacuum to provide 50 mg of the title intermediate as an amorphous amber solid that 
15 was used immediately in the next step. 

D: 2-Chloro-5-(3.5-dioxo-4.5-dihvdrcH3H-ri.2.41triazin-2-vlVN-(2-ethvl-hexvlV 
benzamide 

To a solution of 2-ethylhexylamine (15 mg, 0..125 mmol) in dichloroethane (1 ml) was 
added diisopropylethylamine resin (60 mg, 0.225 mmol) followed by a solution of 2-chloro-5- 

20 (S.S-dioxo^^-dihydro-SH-tl^^ltriazin^-yO-benzoyl chloride (21 mg, 0.075 mmol) in a 3:1 
mixture of dichloroethane and THF (15 ml). The reaction mixture was shaken for 16 hours 
and filtered. The filtrate was treated with MP-carbonate resin (75 mg, 0.225 mmol) and the 
resulting mixture was shaken for 3 hours. The mixture was filtered and the resin washed with 
dichloromethane followed by 9:1 methanol/acetic acid. The combined filtrates were 

25 concentrated under reduced pressure to give the title compound as an amorphous solid. 
Mass spec [M-1] 3:1 ratio of 377.2 and 379.2; 1 H nmr (500 MHz, CDCI 3 ) 6 0.92 (t, 3H), 0.96 (t, 
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10 



3H). 1.26 - 1.66 (m, 9H), 3.46 (m. 2H), 6.26 (broad s, 1H), 7.51 (d. 1H), 7.59 - 7.62 (m. 2H). 

7.94 Is, 1H), 8.72 (broad s, 1H). 

Examp.es 2-44 are presented In Table 1 and were prepared analogously to the 
synthesis outlined in Example 1D. coupling the appropriate amine to 2-chloro-5-(3 S^.oxc- 
4>dihydro-3K-ri,2^^ °h»oride. In some examples the 

purified by preparative HPLC using a Shimadsu LC-8A prepare liquid chromatogra ph. A. 
final products were analyzed by LC/MS using a Micromass ZMD LC/MS (ES» mode). The 
method used for the HPLC mo bile phase gradient change was as follows: 




Solvent A= 98% Water + 2% Acetonitrile + 0.01% Formic Acid 
Solvent B = Acetonitrile + 0.005% Formic Acid 

Table 1 
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Structure 
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(ES+) Spectra 
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Structure 


Mass Spectra 
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j~Ex. 
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Ex. 



19 



20 



21 



22 



23 



Structure 



Mass Spectra 
(ES+) 



o ci 








CH. 



b C! 




o 



351.2 



i Mass 




Spectra 


Retention 


(ES-) 


Time (min) 


349.1 


2.3 



389.1 



363.2 



441.0 



385.1 



387.0 



361.1 



439.0 



383.0 
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Ex. 



42 



44 



45 



46 



Structure 



LC 

Retention 
Time (min) 
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EXAMPLE 48 
2-Chloro-5^3.5^ioxo^.5-dihvd^ 



phenvO-ethvr|-benzamide 




To a stirred solution of 2-chloro-5-(3,5-dioxo-4,5-dihydro-3H-[1,2 l 4]triazin-2-yl)- 
benzoic acid (75 mg, 0.3 mmol), EDCI (60 mg) and HOBT (50 mg) in DMF (3 ml) was added 
2-(2-trifluoromethylphenyl)ethylamine (53 mg, 0.3 mmol). After 30 minutes triethylamine (45 
jil) was added. After 3 hours the reaction mixture was diluted with ethyl acetate (75 ml) and 
washed sequentially with water and brine. The organic layer was dried over magnesium 
sulfate, filtered and concentrated under vacuum to give 73 mg of an amorphous solid. The 
solid was purified by silica gel chromatography eluting with 1 :1 ethylacetate/hexanes, followed 
by crystallization from isopropyl ether to give 36 mg of the title compound as a white solid. 

Melting Point = 148-150°C; Mass spectra [M-1] 437.6; Mass spectra [M+1] 439.9. 

Examples 49-50 are presented in Table 2 and were prepared analogously to the 
synthesis outlined in Example 48, coupling the appropriate amine to 2-chioro-5-(3,5-dioxo- 
4,5-dihydro-3H-[1,2,4]triazin-2-yl)-benzoic acid. Final products were analyzed by LC/MS 
using a Micromass 2MD LC/MS (ESI mode). The method used for the HPLC mobile phase 
gradient change was as follows: 




20 



Solvent A= 98% Water + 2% Acetonitrile + 0.01% Formic Acid 
Solvent B = Acetonitrile + 0.005% Formic Acid 
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Table 2 




M-p- (2-Chloro-i 
methvl-benzamide 



FY AMPLE 51 




A: 




Me 



H 
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5-Amino-2-chloro-benzoic acid methyl ester (3.5 g, 21.2 mmol) was dissolved in 
glacial acetic acid (80 ml) and 5.5 ml of concentrated HCI was added. After stirring with an 
overhead stirrer for 30 minutes at ambient temperature the mixture was cooled to 10°C and a 
solution of NaN0 2 (1.6 g) in water (4 ml) was added dropwise, keeping the internal 
5 temperature below 15°C. During this addition the reaction mixture changed from amber to a 
cloudy orange. After 30 minutes sodium acetate (3.8 g, 46.6 mmol) and (3- 
ethoxycarbonylamino-3-oxo-propionyl)-carbamic acid ethyl ester (5.7 g, 23.3 mmol) were 
added at once. After 10 minutes the reaction was warmed to ambient temperature. After 1 
hour additional sodium acetate (1 .7 g, 21 .2 mmol) was added and the reaction mixture was 

10 heated at reflux. After 3 hours the deep red-brown mixture was treated with 50% sulfuric acid 
(23 ml) and heated again at reflux. After 2 hours the mixture was concentrated under 
reduced pressure and then water (200 ml) was added. After stirring for 30 minutes the gold 
precipitate (3.5 g) was collected by filtration. The resulting solid was suspended in 3 ml of 
mercaptoacetic acid and stirred at 175°C. After 4 hours the mixture was allowed to cool and 

15 sit for 16 hours. The mixture was diluted with water (100 ml) and stirred for 1 hour. The 
resulting brown solid (2.1 g) was collected by filtration. Mass spectrum [M-1] 246.4. 

B: N-r2-(2-Chloro-DhenvlVethvn-5-f3.5-dioxo-4.5-dihv dro-3H-n.2.41triazin-2-vl)- 

2-methvl-benzamide 

The title compound was prepared using the method outlined in Example 48, coupling 
20 2-methyl-5-(3,5-dioxo-4,5-dihydro-3H-[1 ,2,4]triazin-2-yl)-benzoic acid with 2-{ortho- 
chlorophenyl)ethylamine. The product was a colorless oil. MS (ES+) 385.2; (ES-) 383.2; LC 
retention time = 2.1 min (using the LC/MS and method outlined for the examples in Table 1). 

EXAMPLE 52 

2-Chloro-N-r2-(2-chloro-Dhenvl)-ethvn-5-(4-methvl-3.5-dioxo- 4:5-dihvdro-3H- 
25 M .2.41triazin-2-vn-benzamide 




O 



To a stirred solution of 2-chloro-N-[2-(2-chloro-phenyl)-ethyl]-5-(3 > 5-dioxo-4 1 5- 
dihydro-3H-[1 f 2,4]triazin-2-yl)-benzamide (70 mg, 0.173 mmol) in dioxane (1.5 ml) was added 
methanol (0.36 ml) followed by a 2.0 M solution of (trimethylsilyl)diazomethane (0.35 ml). 
After stirring for 16 hours at ambient temperature the mixture was concentrated under 
reduced pressure to give 75 mg of a white amorphous solid. Purification by silica gel 
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H/.thvl acetate provided 39 mg of the title compound 
chromatography eluting with 2:1 hexaned e ft* aceta 

as a white amorphous so,. ^ ™ LC retention time - 2.4 minutes (using the 
Mass Spectrum (ES+) 419.2, t t& 

L CMS and madrnd «*- - - 



10 



15 



20 




A: 



^^yz^chloio^he^^ 




25 



• «w+i m 5 a 6 3 mmol), EDCI (1 .63 g. 
Toas^^^^^^ 1 * mO V.3S added «- 
8.5 mmo,,. and HOBT (1.< "T^ 16 ndnu.es lamina (1.18 * 8.5 
d-*-*-*"" tt* amt) ., ent ^.ura ,ha mddure »as 

mmol) and DMF (5 m.) «as added After ^ ^ of 

dM ed -> rib* aoetote (50 m,) and , ayer was separ a,ad and 

— ~ ,e - rirrr,: - — — - - 2 ,2 

dried over magnesuim sulfate, 3?2 2 

fl of an amorphous solid. Mass "Pf""^^^ 

A mixture of 5-bromo-2-ch.oro P ( (1M mg> 1-13 

0.536 mmoi), 6-valerolactam (106 mg • • ^ (g ^ gn oven . dried 

mrn o0. dioxane (1 ml. purge ^^x condenser under a nitrogen atmosphere was 
round bottom flask equipped ^J™ „ Ms me mix ture was cooled to room 
neated in an oil bath at 120 -125 ^ concentrate d under reduced pressure to 

temperature, fiitered through a pad of s 9 ^ LC . 8A preparative 

give 50 mg of crude product. f Q 1% aqueous for mic acid in acetonitdie 

, iq uid chromatograph) eluting with a grad.ent 
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provided 2.5 mg of the title compound as a colorless amorphous solid. Mass Spectrum (ES+) 
391.6; LC retention time = 2.3 minutes (using the LC/MS and method outlined for the 

examples in Table 1). 

Examples 54-57 are presented in Table 3 and were prepared analogously to the 
5 synthesis outlined in Example 53, coupling the appropriate lactam to 5-bromo-2-chloro-N-[2- 
(2-chloro-phenyl)-ethyl]-benzamide. In some examples the product was purified by 
preparative HPLC using a Shimadsu LC-8A preparative liquid chromatograph. Ail final 
products were analyzed by LC/MS using a Micromass ZMD LC/MS (ESI mode). The method 
used for the HPLC mobile phase gradient change was as follows: 



f Time (min) 
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10 

Solvent A= 98% Water + 2% Acetonitrile + 0.01% Formic Acid 
Solvent B = Acetonitrile + 0.005% Formic Acid 
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EXAMPLE 58 

2.CHLORO-N-r2-f2-CHLORO-PHENYL>-ETHYLl-5-/5-O XO-1.5-DIHYDRO- 
[1 .2.4TTRIAZOL-4-YU-BENZAMIDE 




A: 2-Chloro-5-phenoxvcarbonvlamino-benzoic acid methyl ester 




CI Q 



\ 

To a stirred mixture of 5-amino-2-chloro-benzoic acid methyl ester hydrochloride 
(1.1 10 g, 5.0 mmol) and pyridine (0.79 g, 10.0 mmol) in anhydrous THF (15 mL) at 0 °C was 
added phenylchloroformate (0.95 g, 6.0 mmol). After warming to room temperature, the 
10 reaction mixture was diluted with ethylacetate (50 mL), washed sequentially with 10% HCI, 
water and brine and dried over sodium sulfate. Removal of solvent under vacuum and 
purification of the product by flash chromatography (10% ethyl acetate in hexanes) yielded 
0.8 g (53%) of a colorless solid. 1 H NMR (300 MHz, DMSO-d6) 53.9 (s, 3H), 7.0 (br s, 1H), 
7.18 (m, 2H), 7.4 (m, 3H), 7.6 (m, 1H), 7.9 (d, J= 2.5 Hz, 1H).Mass Spectrum (M-H): 3:1 ratio 

1 5 of 304 and 306. 

B: 1 >Formvl»4'(2-Ch1oro-5-carbomethoxvphenvnsemicarbazide: 




To a solution of 2-chloro-5-phenoxycarbonylamino-benzoic acid methyl ester (0.22g, 
0.72 mmol) in dimethyl sulfoxide (1.4 mL) was added formic hydrazide (0.135 g, 3.15 mmol). 
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• ai hours the reaction mixture was partitioned between 
^^*™™^""^^*m washed with brine, dried and 




10 



15 



20 



25 



HO' o 

f ua chioro-5^arbomethox y phenyl)semicarbazide (0.03 g, 0.1 1 
A soiution of 1*""^^ 0 44 mL) was heated at 80 °C for 72 hours and 
mmo ,) in 1.0 M KOH in -fha"0, (MeO (0.44 ^ ^ ^ evaporated to 

cooled to room temperature. 1 .0 N HCi (0.8 mL) ^ ^ ^ was 

dryness h vaco. The —ate as an amorphous soiid. 

concentrated in vacuo to yield 0.028 g (100/») 

Mass Spectrum ( M-H): 3:1 ratio of 238 .and 24a ^^^^^^^MD^ 

Jl^^^m"!* « , is oxo-1 5-dihydro-H ,2.4]tria Z ol-4-yl)-benzoic acid (0.028 

Toasolutionof2-chloro-5-(5^xo-1,5a.ny i ^ adde£j 

, 0 , 17 mm o„ • -**«- 'T' L Z '1 tampan - 10 

JL. MM**"*-*"**"''* ^pbana^na (0.01S 

„, 0.12 mmo.) and triethylamina (0.012 g. o,2 -) ^ ^ wash8d 

In, tamper ovan^t. Tha ! au«a,a. Remova, of sotvan. t, vacuo 

saquonMy w*. «— -1" >»*»■ a " a " ^ 0 . 042 g „„%) of m. We compound 
by pnnacatlon b, <^*~ ™* ^ 3 . 46 (m . 2H>. 7.25 (m. 2H), 7.35 

r * r~r« ^« * - - - w > - 8 M * ,H) - 

Mass Spectrum (M-H) 3:1 Ratio of 375 and 377. 
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CLAIMS 

1 . A compound of the formula 



2 




wherein A is -<C=0)NH- or -NH(C=0)-; 
5 X, Y and Z are =(CR 6 )-. =(CR 7 )-, and =(CR 8 )-; or =N-, =(CR 7 )-. and =(CR 8 )-; or 

=(CR 6 )-, =N-. and =(CR 8 )-; or =(CR 6 )-, =(CR 7 )-, and =N-; or =N-, =(CR 7 )-, and =N-; or 

=(CR 6 )-, =N-, and =N-; 

R 1 is a nitrogen linked (C 1 -C 10 )heterocyclyI containing one to six heteroatoms 
independently selected from -N=, -N<, -NH-, -O- and -S(0) n -; wherein said nitrogen linked 

10 (C 1 -C 10 )heterocyclyl is substituted by at least one oxo group or one of said heteroatoms is 
-S(0) n -, wherein n is one or two; wherein said nitrogen linked (d-do)heterocyclyl may also 
optionally be substituted on any carbon atom able to support additional substituents, by one 
to three R 9 groups per ring, each R 9 is independently selected from the group of substituents 
consisting of hydrogen, halo, hydroxy, -CN. (d-d)alkyl optionally substituted with one to 

15 three fluoro, HO-(C,-C 4 )alkyl, (d-d)alkoxy optionally substituted with one to three fluoro, 
H0 2 C-, (C,-C 6 )alkyl-0-(C=0)-, R 4 R 5 N(0 2 S)-, (d-d)alkyl-(02S)-NH-, 

(C 1 -C 4 )alkyl-0 2 S-[(C 1 -C 4 )alkyl-N]-, R 4 R s N(C=0)-, R 4 R s N(CH 2 ) r . (C 6 -C 10 )aryl, 
(C 3 -C 8 )cycloalkyl, (d-do)heteroaryl. (d-do)heterocyclyl, (C 6 -C 10 )aryl-O-, 

(d-d)cycloalkyl-O-, (d-do)heteroaryl-O- and (d-do)heterocyclyl-O-; wherein said nitrogen 

20 linked (d-do)heterocyclyl may also optionally be substituted on any ring nitrogen atom able 
to support an additional substituent by one to two R 10 groups per ring, each R 10 is 
independently selected from the group of substituents consisting of hydrogen, (d-C 4 )alkyl 
optionally substituted with one to three fluoro, HO-(C 1 -C 4 )alkyl, (C r C 4 )alkyl-(C=0)-, 
(d-d)alkyl-S0 2 -, (C 6 -C 10 )aryl, (C 3 -C 8 )cycloalky1, (d-do)heteroaryl and (d-do)heterocyclyl; 

25 wherein each of the aforesaid (C 6 -C 10 )aryl, (d-d)cycloalkyl, (d-C 10 )heteroaryl and (d- 
Cio)heterocyclyl anywhere on said R 9 and R 10 substituents may optionally be substituted on 
any ring carbon atom by one to three moieties per ring, independently selected from the 
group consisting of halo, hydroxy, amino, -CN. (d-d)alkyl. (d-d)alkoxy, -CF 3 , CF 3 0-, 
(d-d)alkyl-NH-, [(d-C 4 )alkyl] 2 -N-, (d-d)alkyl-S-. (d-C 4 )alkyl-(S=0)-. (d-d)alkyl-(S0 2 )-. 

30 (d-C 4 )alkyl-0-(C=0)-, formyl, and (d-d)alkyl-(C=0)-; 

n is an integer from zero to two; 
q is an integer one or two; 
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s is an integer from one to three; 
t is an integer from zero to three; 



10 



15 



l IS an iiiioaw N . 

RJis * to ,o.bro m o,(C 1 -C.,*y<.-CF»°'^ ^ rf ^, 

and (C,-C,„)heteroarvHCR rf „„ .elected from halo, hydroxy. -CN. (C-C.W. 

one >o «,ee S ubs«aen,e ^^^ t) ^oy. ,C,-C^-(SO,K 

(Crft*— * (C,-C, 0 >he.ereoye,y. ft- ^ R , 9roup members 

cUl^-O- ahd ^^^ZiCn^,- con* ona «o fhree 
C,-C,„)hatarocyoWCR"R'V «"> { °' "TZi SCO) - wherein aaoh of said R> groap 

^aforns «*— • ^Trf (C-C^KCR-P W- 
m h*r S (C 3 -Ci 2 )cycloa1kyl(CR R )* . may optionally be 

Lsfifafed on any nog oarhoa atom oon8isting of hafa, hydroxy. -CN 

auhsbfuenfe per dng. indapandandy sefecfad ^ ° (C ,C.)*yHS=oy 



20 



25 



30 



(0,-WafM. <C,-C>alKexy « (Cl .c 4 )a,K»HC=0), <PrCd£ 

,C,-0*WSW, (C,-C 4 )a^-0-(0 O) . V io)bet e,„eyolyi. (C-C^-O-. 

(CrC^CH-. <C a -C.)eydoai * < C '"^y a „ d ^hefereoyayf-O". w era" 
Lnzyi-O-, (C.-c.^eafKyi-O, ( C '-°; ) ^ R , V and ( c,-o„)ha,arooy=ly.(CR"R V 
saW R 3 gnoap numbers „ ^ aforesaM 

ma y alao opdonany be sahentnted by oxo wh bere an sa«f R 

^W-W <P^*- "ZZ — * one fa «— « 

sub s»en,e may epdanafly be aubsUh,»d a y ^ ^ ^ amm0 , -CN, 

par dn, independent aen ™ ; <C,-C«^ 

(C-C.^(C,^ ( C,-C^-0-(C-0,-. form,. 
(Ci-C 4 )alkyl-(S=0)-, VV* 

— '^ara eeah indepandendy T^ZZ^ 
T„ a . R. ere eeah .depended « ^ 

5 -rr;^^ — - 
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R 11 and R 12 are each independently selected from the group consisting of hydrogen, 
fluoro, cyano, hydroxyl, -CF 3 , CF 3 0-, (Ct-CeJalkyi, (C 3 -C 8 )cycloalkyl, (CVC^alkyloxy, 
(C 3 -C 8 )cycloalkyloxy, phenyl, (CVdoJheteroaryl and (d-dcOheterocyclyl; wherein said 
(d-C 6 )alkyl, (C 3 -C 8 )cycloalkyl, (C r C 6 )alkyloxy, (C 3 -C 8 )cycioa!kyloxy phenyl. 
5 (d-do)heteroaryl and (C 1 -C 10 )heterocyclyl may optionally be substituted by one to three 
substituents independently selected from chloro, fluoro, cyano, hydroxyl, -CF 3 , CF 3 0-, 
(d-d)alkyl-S-, (C r C 4 )alkyl-(S=0)-, (d-d)alkyl-(S0 2 )-, (d-d)alkyl-0-(C=0)-, formyl, or 
(C n -C 4 )alkyl-(C=0)-, 

with the proviso that when said R 3 is (C 3 -C 12 )cycloalkyl-(CR 11 R 12 ) s -; R 11 and R 12 are 
10 each hydrogen; and s is one or two; then said (C 3 -C 12 )cycloalkyl must be other than optionally 

substituted adamantyl; 

or a pharmaceutical^ acceptable salt or solvate thereof. 

2. A compound according to claim 1, wherein X, Y and 2 are =(CR =(CR )-, 
and =(CR 8 )- respectively. 

15 3. A compound according to any of the previous claims, wherein A is 

-(C=0)NH-. 

4. A compound according to claim 3, wherein R is 
(C 3 -C l2 )cycloalkyl-(CR 11 R 12 )s-; R 11 and R 12 are each independently hydrogen or (d-d)alkyl; s 
is one; and wherein said (C 3 -C 12 )cycloalkyl-(CR 11 R 12 ) s - is optionally substituted by one to 

20 three substituents independently selected from the group consisting of hydrogen, halo, 
hydroxy, -CN, (d-d)alkyl, (d-d)al koxy, oxo, -C0 2 -(d-d)alkyl, formyl, (C 1 -C 4 )alkyl-(C=0)-. 

5. A compound according to claim 4, wherein R 2 is chloro. 

6. A compound according to claim 5, wherein R 6 , R 7 and R 8 are each hydrogen. 

7. A compound according to claim 6, wherein R 1 is 

N 

R 10 



25 



I 

wherein R 10 is selected from the group consisting of hydrogen, (C^CeJalkyl, 
HO-(C 2 -C 6 )alkyl or (C 3 -C 8 )cycloalkyi group. 

8. A compound according to claim 1 , wherein said compound of formula I has 

the formula 
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NH-R 3 



10 



13 . .i i /r-c? 11 R 12 V wherein R 11 a nd 

R - are each indep.nd.ntty hydrogen . eaoh of r" and R - » 

other ,han hydrogen - (CO*, (rnar Pr *r*i ^ ( c,-Oa,RA 
CR"R 12 directly attached to group A are (C ,. c<)a ,KyHC=0)-. 

C,C^yc,o*y.. VrC*. -eroar., ( ^ .hereto each o, rhe 

(C-Wcydoattryt-O-. (C,-C, 0 )he«ero a ryl-O- and <C, .> (C ,C,„)he.erocyc,yl 
L Jatd (Ce-Maryt. <**>^ moieties per dog. Independent* 
suhstituents may option* he «~ " ^ (Cr C. W . <C-O*o*y. -CF„ 

setectad from the group conaishng of halo, hydroxy. 

CF '°- r" 00 Tctpound according to - 1. -re, aatd compound * seieeted -ran, 

j benzamide; 5-dihydro-3H-H ,2.4]tdazin-2-yl>2-methyt- 

N-I2-(2-Chloroflhenyl)-ethyl)-5-(3.^'°''° 4 '° 

""^ , oh ahytH^'--^' M ^' Mihydr °" 3W A41 **" 2 ' 



25 



30 



y ' >b T^O-M3. 5 -d^.«thyd,o-3Mt .2.4,^0-2-^^ 
t 1,2.4]triazin-2-yl)-benzamide; 
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2-Chloro-5-(3,5-dioxo-4>dihydro-3H-[1,2 l 4]triazin-2-yl)-N-[2-(2-trifluoromemyI 

phenyl)-ethyl]-benzamide; and 

2-Chloro-N-t2-(2-chloro-pheny])-ethyl]-5-(3-oxo-2 f 3-dihydro-benzo[1 ? 4]thiazin-4-yl)- 

benzamide. 

5 10. A pharmaceutical composition for the treatment of a P2X 7 mediated disease 

in a mammal which comprises an effective amount of a compound according to any of the 
previous claims and a pharmaceutically acceptable carrier. 
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Present claim 1 relates to an extremely large number of possible 
compounds. In particular, the ring containing the groups X,Y, and Z has 
been defined in a very broad manner in that it encompasses phenyl, 
pyridyl, pyridazinyl and pyrlmidlnyl derivatives. However, support within 
the meaning of Article 6 PCT and/or disclosure within the meaning of 
Article 5 PCT is to be found for only a very small proportion of the 
compounds claimed. In pareticular, it is observed that in all the 
compounds exemplified, the above-mentioned ring containing the groups X,Y 
and Z is always a phenyl ring. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
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Additionally, the initial phase of the search revealed a very large 
number of documents relevant to the issue of novelty. So many documents 
were retrieved (see the Searchg Report) that it is impossible to 
determine which parts of the claim(s) may be said to define 
subject-matter for which protection might legitimately be sought (Article 
6 PCT). For these reasons, a meaningful search over the whole breadth of 
claim 1 is impossible. Consequently, the search has been restricted to 
the compounds in which the ring containing the groups X,Y,Z is a phenyl 
derivatives, i.e., the compounds of claim 2. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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